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THE IDENTIFICATION OF A CARCINOGENIC 
COMPOUND IN COAL-TAR 


BY 


Sir ERNEST KENNAWAY, D.M., D.Sc., F.R.S. 
From the Department of Pathology, St. Bartholomew’s Hospital, London 


The historian E. A. Freeman wrote, “ If you have read 
Mr. Froude’s account of an historical event you know 
at any rate one way in which it did not occur,” and the 
same comment might be made upon some descriptions 
of the discovery of 3:4-benzpyrene and even of those 
issuing from the most august sources (Nature, 1954). 
Such descriptions are either true or untrue, and one 
cannot attempt any allotment or reallotment of merit 
to the various persons concerned until the untrue 
versions have been’ eliminated. 


Preliminary Survey of the Problem 

Early in 1922 I was appointed te the staff, which 
consisted of Dr. Archibald Leitch only, of the Research 
Institute of the Cancer Hospital (Free) (now the Royal 
Marsden Hospital), London, and began an attempt to 
identify the cancer-producing compound in coal tar. 
There was nothing to guide one except evidence that it 
was of high boiling-point, neutral, nitrogen- and sulphur- 
free, and capable of forming a picrate. These pro- 
perties had been ascertained by the late Dr. Bruno 
Bloch, a dermatologist of Zurich, in an admirable pre- 
liminary investigation (Bloch and Dreifuss, 1921). With 
these clues I collected from the literature of coal-tar all 
that was known about the presence in tar of substances 
which had these properties, and obtained specimens of 
them from various sources. In the next two years 
anthracene, phenanthrene, retene, fluorene, acenaph- 
thene, chrysene, truxene, and picene were applied to 
the skin of mice with negative results, although in a 
later experiment chrysene gave us one carcinoma on 
the 853rd day. 

A study of all that had been recorded about industrial 
cancers caused by various forms of tar and mineral 
oil suggested that exposure to temperatures above a 
certain level was a factor in conferring carcinogenic 
power upon such materials. 

The information collected on this problem was pub- 
lished in a paper (Kennaway, 1924b), entitled “On 
Cancer-producing Tars and Tar-fractions,” consisting of 
three sections: (1) The Composition and Cancer- 
producing Power of Lignite Tar, the Coal Tars, and 
Shale Oil, and the Effect of Retort Temperature upon 
These. (2) The Distribution of the Cancer-producing 
Substance among the different Fractions of Gas-Works 
Tar. (3) A Comparison of the Composition of Coal 
Tars, Lignite Tar, Shale Oil, and Petroleum, with special 
Reference to the High-boiling Compounds. 


The Factor of Temperature 
When I went to the Cancer Hospital I at once secured 
the help of Mr. Frank Goulden (now principal bio- 


chemist at Ashford Hospital, Middlesex) as assistant, 
and his technical skill played a quite essential part in the 
advances of the ensuing years. We found that gas- 
works pitch, heated to 500° in an iron retort, gave 


‘a dark red strongly carcinogenic distillate, an observa- 


tion which was of use to us later on. We showed that 
carcinogenic products could be obtained by heating to 
temperatures in the region of 700° to 900° in an 
atmosphere of hydrogen various substances—namely, 
(a) a non-carcinogenic sample of petroleum; (5) iso- 
prene CH,:C(CH,).CH:CH,, and acetylene—that is, 
compounds containing only carbon and hydrogen ; and 
(c) various biological. products (cholesterol; yeast ; 
human skin, hair, and muscle). 

Under these conditions molecular condensations with 
loss of hydrogen and production of polycyclic aromatic 
compounds take place, and the simultaneous acquisition 
of carcinogenic power suggested that the compound 
which we were seeking was of this class. The classical 
paper of Berthelot (1866), who described the produc- 
tion of such molecules from the simplest organic com- 
pound acetylene, was of great value to us; his very 
concise account of this research is even now well worth 
reading.* “... L’acétyléne, chauffé dans une cloche 
courbe A une température voisine de la fusion du verre, 
se transforme peu & peu en polyméres .. . aprés une 
suite fastidieuse de manipulations méthodiques .. . j'ai 
isolé ... -benzine, styroléne, carbures fluorescents, 
réténe. ...” The results of our experiments, which 
were concerned especially with questions of temperature, 
appeared in a paper entitled “ Experiments on Cancer- 
Producing Substances” (Kennaway, 1925). 


The Schroeter Reaction 

In studying the problem of the carcinogenic effect of 
tar one had always in mind the possibility that these 
industrial cancers in man might throw light upon the 
far more important cancers which are caused by some 
internal factors. Chemical reactions which -in vitro 
require the temperature of red heat, must, if they occur 
within the body, be brought about in some other way. 

In 1923 I read a paper by G. Schroeter (1920) describ- 
ing the production at 30° to 40° from tetralin (tetra- 
hydronaphthalene), by the action of 1 to 1.5% alu- 
minium chloride, of a number of more complex com- 
pounds, of which benzene, octahydroanthracene, octa- 
hydrophenanthrene, a-phenyl-8-2-tetralyl-butane, 2:6’- 
ditetralyl, and dodecahydrotriphenylene were identified. 
These low-temperature products seemed te be worth 

*The abiding value of Berthelot’s work has been evident to us 


= now, thirty years later, in relation to carcinogenic effects 
of tobacco smoke, in which acetylene is present. 
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testing for carcinogenic power, and within the next 
two years we obtained, with preparations made by 
Schroeter’s method and by many modifications of it, 110 
cancers in 496 mice. This was.a very lucky shot, for, 
although the carcinogenic compound in the mixture has 
never been identified (though it is in all probability 
3: 4-benzpyrene), the result was of unexpected value to 
us at a rather later stage. 

In 1924 Mr. I. Hieger came to us from Professor 
Jack Drummond's laboratory at University College, 
London, as a voluntary worker, and during shat year 
and the next, when he received a grant from the British 
Empire Cancer Campaign, worked upon the effect of 
copper salts upon the growth of carcinoma, the action 
of x rays upon cholesterol, and the amount of gluta- 
thione in tumours, and he collaborated with me in the 
study of the Schroeter reaction. 

We introduced a number of variations into the tech- 
nique for obtaining “Schroeter” preparations, such as 


altering the proportion of AICI, to tetralin, changing the . 


temperature of the reaction, using tetralin of different 
degrees of purity, fractionating the product by distilla- 
tion at low pressure, and using different concentrations 
for the tests on mice. 

The mixture of compounds in “Schroeter” is cer- 
tainly complex, but it can hardly be as complex as tar ; 
this slight simplification, and the fact that a cancer- 
producing substance could now be prepared without 
recourse to pyrolysis or even the use of temperatures 
above body temperature, was encouraging to us. 

The work would have stopped there except for one 
vitally important feature of the Schroeter products: they 
were vividly fluorescent not only in ultra-violet light 
but even in ordinary daylight. Numerous entries in our 
laboratory note-books show how often we were: struck 
by the beautiful blue-violet fluorescencé of the distilled 
Schroeter fractions. 


Application of Fluorescence Spectroscopy 

Dr. W. V. Mayneord (later Professor of Physics as applied 
to Medicine, Institute of Cancer Research) came to the 
radiological department of the Cancer Hospital as physicist 
on a part-time basis in the latter part of 1926, and became 
a full-time member of the staff in the following year. We 
had then in the laboratory various higher-boiling fractions 
of coal-tar, such as green oil and anthracene oil, and the 
various “Schroeter” preparations; and the conspicuous 
fluorescence of these materials caused him, without any 
encouragement from me, to examine this property spectro- 
scopically. 

He found, early in 1927, that the Schroeter products 
showed two very distinct bands in the blue and_ violet 
regions of the spectrum. He photographed over 100 
fluorescence spectra of the various non-carcinogenic hydro- 
carbons and of the carcinogenic preparations, mentioned 
above, which we had acquired in the preceding five years, 
and found that the same bands could be picked out in the 
spectrum of a majority of the latter group. 
joined in the work, and they examined all the tars made 
in the laboratory from acetylene, human tissues, and other 
materials, shale oil, pitch distillate, and various extracts and 
fractions of coal-tar. None of them showed these bands 
as distinctly as did Schroeter preparations; the fact. that 
the spectrum appeared in this carcinogenic mixture which 
was produced at a low temperature, and had nothing to 
do with any form of tar or mineral oil, provided very strong 
evidence that the two properties were in some way associated. 

They next tried to find some hint of the source of these 
specific “cancer bands” by examining the fluorescence 
spectrum of as many hydrocarbons, of types present in tar, 
as were available, without success. 


Hieger then - 


—., 


Hieger described the joint work of Mayneord and him- 
self in his reports to the British Empire Cancer Campaign 
for 1927 and 1928. These statements are of interest, as they 
show how the problem presented itself at a time when the 
later developments were all unknown. 


“ Spectroscopic Studies on Substances Present in Carcinogenic 
Tars 


“These experiments are being carried on in collaboration with 
Mr. W. V. Mayneord, Physicist at the Cancer Hospital. Recent 
researches on tars obtained from acetylene indicate that the 
carcinogenic power of coal-tar resides in compounds consisting 
solely of carbon and hydrogen similar possibly to hydrocarbons 
like anthracene. Anthracene and its associated hydrocarbons are 
characterized physically by their property of fluorescing with an 
intense blue or violet colour when exposed in crystalline form 
or in solution to ultra-violet rays such as are generated by the 
ordinary quartz mercury-vapour lamp. 

“In this investigation the hydrocarbon was illuminated by 
means of a quartz lamp and a photograph taken of the spectrum, 
of the fluorescent light. Each one of a large number of hydro. 
carbons, of which about 14 were synthesized in this laboratory, 
was photographed in this way and the spectra were compared. It 
now seems practically certain that each type of hydrocarbon and 
hydrocarbon derivative has its own characteristic fluorescence 
spectrum. This remarkable specificity could possibly assist in 
the exploration of hydrocarbons, present in tar fractions, which 
have hitherto not been isolated. These ill-defined substances may 
be related to or identified with the cancer-producing factor, since 
the components of tar which are crystalline and easily removed 
have been shown to be non-carcinogenic. 

“ Again, the fluorescence spectrum can be made an instrument 
for investigating the mixtures obtained in our attempts to syn- 
thesize carcinogenic substances by methods not involving high 
temperature. The spectra could thus serve as delicate tests for 
judging when the methods of the experiments were successful in 
imitating high-temperature reactions by revealing the appearance 
of the types of hydrocarbon present in coal-tar.” 


A year later the for 1928 is slightly more: 


encouraging. 


“ The Use of the Spectroscope in the Study of Cancer-producing 
Tars (In collaboration with Mr. W. V. Mayneord, Physicist at 
the Cancer Hospital.) 

“* An investigation of the optical properties of the hydrocarbon 
class of compounds to which belong the cancer-producing factor 
found in tars. Tar is an exceedingly complicated mixture, and 
the isolation of the cancer-producing factor will prove a very 
difficult achievement if reliance is placed on chemical methods 
alone. Spectroscopic analysis has supplied some evidence of 
the existence of at least one new compound in carcinogenic tars. 
A large number of hydrocarbons have now been synthesized in 
the laboratory in order that their spectra may be examined and 
compared. Progress is somewhat slow, since many of the com- 
pounds required have not been described in chemical literature, 
There is a prospect that the examination of a sufficient series 
of spectra of old and new compounds.may enable one to define 
the characteristic spectra of certain classes of bodies, and then 
to detect their existence in very small amounts in complex 
mixtures such as tar.” 


Professor Mayneord has given me a copy of his contribu- 
tion to an informal congress convened by the British Empire 
Cancer Campaign on December 13, 1932. He begins : 


“It is certainly a curious state of affairs which causes a physi- 
cist to take part in a discussion on ‘ biochemical’ research in 
relation to cancer, perhaps more so when he is the first member 
of a team of workers to speak on this subject.’’ (This intro- 
ductory statement certainly “ dates,” for in the next 23 years 
cancer research has passed more and more into the hands of 
physicists.) He goes on to say that, in view of the unavoidable 
slowness of the mouse-painting test for carcinogenic power 
“. . . we tried to imaging a method which should (q) tell us 
something of the structure of the compound undergoing test, 
or at least serve as a method of identification; (6) be rapid. in 
use as well as simple; and (c) be capable of detecting very small 
quantities of the substance. The last desideratum suggests optical 
methods, since, as is well known, many substances such as anthra- 
cene can be detected in one part in a million by their absorptioff 
of U.V. light and fluorescence. We tried, therefore, commencing 
in 1927, to measure the U.V. absorption of some of the mixtures 
known to be carcinogenic.” When “. . . a number of substances 
had been examined in this way there did appear to be some 
correlation between the type of spectra obtained and the carcino- 
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genic power of the material. The carcinogenic mixtures yield 
in a number of cases a certain type of spectrum—namely, 3 bands 
on the U.V. limits of visibility at about 4,000 A. At first an 
invariable relationship between carcinogenic activity and spectral 
type was suspected, but more extensive investigation shows that, 
though a useful indication, the two phenomena are not invariably 
linked together, or, stated otherwise, we have not yet found a 
feature of the fluorescent mixture common to all carcinogenic 
compounds. 

“ Mr. Hieger during the last year or two has examined hundreds 
of mixtures, and will in a few minutes describe a recent example 
of the use of the method. The type of spectrum emitted, how- 
ever, indicated that investigation of pure polycyclic aromatic 
hydrocarbons would be well worth while, and the spectra, there- 
fore, led to the extension of the work which will be described 
by.my colleagues.” He then describes the technique of absorp- 
tion spectroscopy and its use in identifying the compound iso- 
lated from pitch with the 3:4-benzpyrene synthesized by Dr. 
J. W. Cook. 

When Hieger and I (1930) published the first results he 
possessed more than 700 photographs of fluorescence 
spectra, of which 70 were reproduced in his paper; we 
had tested 61 more or less pure compounds in addition to 
all our Schroeter preparations and had used several 
thousands of mice. 

Mayneord appeared as co-author of the above reports 
and of three papers mentioned below, but by an inexcusable 
oversight his introduction of fluorescence spectroscopy was 
not acknowledged by me (Kennaway, 1930) or by Hieger 
(1930) when we reported our work on cancer-producing 
substances. The very serious character of this omission 
was made plain by Hieger (1937) :-“ The position of the 
carcinogenic hydrocarbons in cancer research has now been 
established. That these remarkable compounds are available 
is due to the’ fruitful pioneer work of Mayneord on the 
fluorescence spectrum of tar.... Mayneord made the 
fundamental observation—namely, that the same charac- 
teristic bands were to be found in the spectra of tars and 
other carcinogenic substances such as ‘ Schroeter mixture.’ ” 


Interest in some peculiar features of the fluorescence 
spectrum of anthracene led Hieger (in March, 1928) to 
consult the author of a standard book on that hydrocarbon, 
Anthracene and Anthraquinone, Dr. E. de Barry Barnett, 
head of the department of organic chemistry at the Sir 
John Cass College, and he received from Dr. J. W. Cook, 
who was then Barnett’s assistant, some samples of polycyclic 
hydrocarbons for fluorescence spectroscopy. 

Very fortunately, among these samples was one of 1:2- 
benzanthracene. The fluorescence spectrum of this hydro- 
carbon was found to be so similar to that of Schroeter as 
to leave no doubt that one was dealing with closely allied 
compounds ; the two spectra are practically identical, but 
that of the hydrocarbon lies in a region of longer wavelength. 

The next move was clear; some derivative of 1:2- 
benzanthracene must be sought which by reason of intra- 
molecular addition would slow the vibration of the fluores- 
cence and so cause a shift to longer wavelength. Hieger 
attempted, but with little success, to synthesize simple 
derivatives such as the 3-methyl compound, which, being 
a heavier molecule, might have a spectrum of the required 
wavelength. 


The First Synthetic Carcinogens 


Early in 1929 I read in British Chemical Abstracts 
of the synthesis by Clar (1929), then working in 
Dresden, of 1:2:5:6-dibenzanthracene. I translated the 
paper and Goulden prepared the compound, and also its 3’- 
methyl derivative by the method of Fieser and Dietz (1929). 
Both proved to be carcinogenic when applied to the skin of 
the mouse. The fluorescence spectrum was found to consist 
of the Schroeter bands in a position intermediate between 
those of Schroeter and those of 1:2-benzanthracene. These 
were the first synthetic carcinogens ; later on these com- 
pounds were prepared in a very highly purified form by 
J. W. Cook (see below). Without the clue of the fluorescence 
spectrum there would have been nothing whatever to direct 
one’s attention to those particular papers in the Berichte 
among the immense number produced by organic chemists. 


Clar and his fellow-workers (1929) published three more 
papers on the synthesis of polycyclic hydrocarbons, and 
during the summier of 1929 Goulden prepared by their 
methods the following materials : 


(1) 1:2:3:4-Dibenzanthracene. 

(2) Mixture of isomers of (1), probably naphtho-2’:3’:1 :2- 
phenanthrene and naphtho-2’ :3’ :2 :3-phenanthrene. 

(3) Naphtho-2’ : 3’: 1 :2-anthracene. 

(4) 7:7’-Dimethyl (naphtho-2’ :3’ : 1 :2-anthracene). 

(5) Anthraceno-2’: 1’: 1:2-anthracene. 

(6) Anthraceno-1’ ;2’ : 1: 2-anthracene. 


They were not all highly purified, a process which may 
require as many as 20 recrystallizations of a single com- 
pound (Clar), but they sufficed for preliminary tests on 
mice for carcinogenic power, which was shown by three 
of them—namely, 1:2:5:6-dibenzanthracene, its 3’-methyl 
derivative, and 1:2:3:4-dibenzanthracene. 


Synthetic Chemistry and Cancer Research 


Dr. J. W. Cook* came to us in October, 1929, from the 
Scientific Staff of the Chemical Research Laboratory of the 
Department of Scientific and Industrial Research, and under- 
took the synthesis of numerous compounds, most of them 
previously unknown, to be examined for carcinogenic 
activity. He soon had under test the 3’-methyl-, 10-benzyl-, 
6-phenyl-, and 9:10-diphenyl- derivatives of 1:2-benz- 
anthracene, and many other compounds (1- and 2-phenyl 
anthracene, acenaphthanthracene and its 10-benzyl deri- 
vative, 2:3-benzo-8:9 (1’:2’-naphtho)-chrysene, 2:3:8 :9-di- 
(naphtho-1:2’}chrysene, and 1:2:3:4:5:6-tribenzanthra- 
cene. By the end of 1930 he had synthesized 60 compounds 
previously unknown, and we had 146 series of mice exposed 
to these and many other compounds. 

A preliminary statement on these results, by J. W. Cook, 
I. Hieger, E. L. Kennaway, and W. V. Mayneord, entitled 
“ The Production of Cancer by Pure Hydrocarbons, Part I,” 
was communicated to the Royal Society by Sir Henry Dale 
and read by Mayneord and Cook at a meeting on June 30, 
1932, and a fuller account was published by the same four 
authors (Cook et al., 1932). 

At the meeting of the Royal Society we reported that 
“1:2:5:6-dibenzanthracene shows undiminished carcino- 
genic power when very highly purified ; it has been proved 
to be active in nine different media and has produced cancer 
of the skin in a concentration of 0.003% in benzene.” 

Mayneord and Roe (1936) examined the fluorescence 
spectrum of 3: 4-benzpyrene in greater detail, using a spectro- 
graph of higher dispersion than that used in the earlier 
observations, and they made (1935, 1937) an elaborate study 
of the ultra-violet absorption spectra of over 30 polycyclic 
aromatic compounds, supplied by J. W. Cook, measured at 
temperatures down to —120°. They contributed a section 
on ultra-violet absorption spectra to the paper by Cook 
et al. (1934) on “The Constitution of Diel’s Hydrocarbon 
‘CxHa’ from Cholesterol,” and to another on “ Poly- 
cyclic Aromatic Hydrocarbons, Part XIII: Condensed 
Fluorene Derivatives” (Cook et al., 1935). 


The Fractionation of Two Tons of Pitch 


Early in 1930 Hieger attacked the isolation of a 
carcinogen in gas-works tar by extraction of our “ pitch 
distillate” with different solvents, and showed that the 
“Schroeter” fluorescence. spectrum bands could be 
sharpened, or rather that the accompanying fluorescent 
substances which gave a foggy background to the bands 
could be removed. Cook had found that vacuum distillation 
of crude pitch was impracticable owing to frothing. At this 
stage we were greatly helped by the Gas Light and Coke 
Company ; through the kindness of Mr. W. Gordon Adam 
arrangements were made for the distillation at their Becton 
works of two tons of pitch and for a preliminary extraction 

*Previously Lecturer in Organic Chemistry at the Sir John 
po College, later (1935) Professor of Chemistry, University of 

ondon. 
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with alcohol. The soft reddish-black waxy extract was sent 
to our laboratory, where it was fractionally distilled at 
low pressure, differentially extracted, pi¢rated, and crystal- 
lized. The whole process required some hundreds of test- 
tube pilot tests followed by preparation on a larger scale, 
designed to produce enough material for tests on mice. The 
two guides used throughout the work were, of course, the 
fluorescence spectrum and the assay of carcinogenic potency 
by application to the skin of mice. The various fractions 
showed a correspondence between the intensity of the 
Schroeter bands and the carcinogenic potency. By the 
autumn of 1931 about 7 g. of a yellow crystalline powder 
melting at 116° had been accumulated, ‘which showed 
both high carcinogenic potency and powerful fluorescence 
in the spectral position required. The process by which this 
compound was tracked down is illustrated by a fine series 
of photographs of spectra in Hieger’s later paper (1937). 
Without the clue provided by Mayneord’s introduction of 
the fluorescence spectrum the testing for carcinogenic power 
upon mice of every crystalline fraction which one could 
isolate from pitch would have been an almost endléss task, 
and even when a pure crystalline carcinogen had been iso- 
lated there would have been nothing to direct one’s attention 
to the benzanthracene type of molecular structure. The 
fluorescence spectrum was the single thread that led all 
through the labyrinth.* 

Another batch of this crystalline material was fractionated 
further, in collaboration with C. L. Hewett, who joined the 
staff in October, 1931, under the direction of J. W. Cook, 
and several other compounds (2: 3-benzcarbazole, chrysere, 
perylene) were separated from the final fractions of crystals 
melting at 160°. This product was taken over by Cook 
for identification. 


The Identification and Synthesis of 3 : 4-Benzpyrene 


The crystalline material, m.p. 160°, prepared from the 
distillate of the pitch, was of dubious homogeneity, and by 
means of a series of fractional crystallizations of the picrates 
Cook was able to isolate from it two essentially pure crystal- 
line products (m.p. 176° and 187°). Analysis of these two 
compounds and their picrates showed them to be hydro- 
carbons uncommonly rich in carbon. Both of them, in fact, 
appeared to be isomeric with the highly condensed penta- 
cyclic aromatic hydrocarbon perylene. The major com- 
ponent (m.p, 176°) showed in high dilution the characteristic 
fluorescence spectrum discussed above 

Consideration of these and other properties led Cook 
and Hewett to conclude that it might assist identification 
of these two hydrocarbons to prepare for comparison syn- 
thetic specimens of the then unknown pentacyclic hydro- 
carbons isomeric with perylene, 3: 4-benzpyrene and 1 : 2- 
benzpyrene. This they were able to achieve by methods 
which, taken in conjunction with one another, established 
unequivocally the structures of the synthetic products. It 
was shown by direct comparison that 3:4-benzpyrene was 
identical with the strongly fluorescing major component of 
the crystals prepared from the pitch distillate. The synthetic 
preparation (m.p. 177°) was also highly carcinogenic. The 
synthetic | : 2-benzpyrene was identical with the minor com- 
ponent (m.p. 187°) of the original crystallate. 

In 1939 the first award of the Anna Fuller Memorial 
Prize was made to J. W. Cook, C. L. Hewett, I. Hieger, E. L. 
Kennaway, and W. V. Mayneord “in recognition of their 
notable accomplishments in the fields of Cancer Research, 
specifically for the isolation and synthesis of cancer- 
producing hydrocarbons from coal-tar, the identification by 
fluorescence spectroscopy, and for the study of the biological 
effects of these substances.” 

The work described here received throughout the valuable 
support of the British Empire Cancer Campaign. These 
notes have been compiled in consultation with all five of 


*Hieger discovered that the active fractions all gave a deep 
cherry-red colour with concentrated sulphuric acid, and this test 
also proved quite useful in sorting out the various fractions. 
Of the three t. »H,, hydrocarbons ultimately isolated, the active 
3:4-benzpyrene was the only « one to give this colour reaction. 





those—F. Goulden, I. Hieger, W. V. SAO J. W. Cook, 
and C. L. Hewett—who took part in an investigation begun 
33 years ago. We all continue to be engaged in biochemistry 
in more or less close relation to the study of cancer. 
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HYPOPHYSECTOMY IN MAN* 


FURTHER EXPERIENCES IN SEVERE DIABETES 
MELLITUS 
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Sweden) | 


R. LUFT, 


Whereas the introduction of insulin in the treatment 
of diabetes mellitus has increased the life expectancy 
of juvenile diabetics, this longer survival has been 
accompanied by an increasing incidence of diabetic vas- 
cular complications. Once these have begun they pro- 
gress.*leading ultimately to blindness and death, usually 
from renal insufficiency or cerebral haemorrhage. 


In an attempt to arrest the progress of such compli- 
cations when they occur we have performed hypophys- 
ectomy (Luft et al., 1952, 1953, 1954, 1955). Our pur- 
pose in doing so was to eliminate those anterior pituitary 
factors which animal experiments have shown to possess 
a diabetogenic action, as we thought that these hor- 
mones might be connected with the development and/or 
progression of the vascular disorders. The only hypo- 
physectomy in a case of diabetes mellitus reported pre- 
viously was that of Chabanier ef al. (1936). However, 
from the data given, and especially from the fact that 
the post-operative daily requirement of insulin in this 
case was 70-80 units, we are inclined to consider the 
operation as incomplete. 

Our first case was operated on in November, 1951, 
and up to date 20 patients in all have been subjected to 
this procedure. The operative technique has already 
been described in detail (Luft and Olivecrona, 1953). Of 
the 20 hypophysectomies, 11 have been performed since 

~~ *Based on a Ciba Foundation Lecture given by Professor 


Olivecrona on June 15, 1955, and a communication by Dr.. 
Luft at the Second International Congress of Diabetes at 


Cambridge, July 8, 1955. 
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TasBLe I.—Vascular Complications at Time of Hypophysectomy 

—_ j — = eee a “aes — 
= : Eyes Kidneys Circulation 
Duration uration Date of ” sn 
Case | Age of ‘ + as 4 Calcifica- 
No. | Sex | (Years) Disiates* Compli- — Visiont —— Albuminurie Pm Lipoid a... tion of 
| | cations (R/L) (R/L) | (& Per day) | 1 \53 sq. m.) Droplets|| (mm. Hg) ee 
i M 30 17 1 Nov., 1951 0 10 +/+ 1-58 69§- 168-100 
2) M | 2 18 1 May, 1952 0-70 +/4 0 50 111-582 148— 97 
3 F 24 15 3 June, 1952 0 3/0-2 +/4 1-17 96-380 157-107 
4 F | 30 18 5 March, 1953 0 0 +/ 4 2-67 63§-226 138~ 93 
ee ao 14 7 April, 1953 | <0-1/0 + / 4 3-10 47-292 154 99 
6 . + 2 19 2 May, 1953 0 1/06 tH/i+ | 1-00 87-386 145-100 
7| M | 23 2 8=| § | Dec., 1953 0 /<O-4 H+ | 7-30 67-448 178-105 | +4 
8 M 31 19 2 May, 1954 0105 +/4 2:74 69-469 198- 99 
9 | F | 22 13 2 June, 1954 01/<01 t/+ | <Od 49-273 ' 150— 87 
0 | M | 3! 19 2 July, 1954 <01/<01 i+ | 2-00 78-448 } 160— 85 
i! M 31 19 2 Sept., 1954 0-2/0-2 +/+ | 2-40 100-482 ' 155- 95 +4 
2] &F 21 14 i Oct., 1954 0 3/0 +/+ | 1-57 120-573 150- 90 
13°|  F 27 22 3 Oct.. 1954 050 t/+ | 0 40 113-370 140— 93 
14 | &F 24 21 2 Nov., 1954 | <0-1/0-1 i+ | <O- 128-558 123- 85 
15 M 25 16 4 Dec., 1954 0310-5 +/+ 1-45 96-383 160— 97 i 
16 M 24 21 4 Nov., 1954 030 fe | 0-70 94-451 150-100 
7 | F 25 17 ’ Jan., 1955 010-5 } 231 71-476 f 150-113 } 
18 ee Oe aa 1 Febr., 1955 | <O1/01 +/+ <0-1 108-475 t 135- 90 
19 M } 33 if ~- April, 1955 | <0-1 0-4 +f 1-86 85-531 f | 148— 99 
20 | M 20 ot | June, 1955 0-302 n | <0 124-869 ; | 115- 75 








* From the time of their diagnosis. 
+ Monoyer’s system (normal vision = 1-0). 
¢ Clearance of inulin (Cj,) and P.A.H. (Cp 4 .4,)- 


July, 1954. Case 20 was operated on too recently 
(middle of June, 1955) to be taken into consideration 
when assessing the results. 


Description of Cases 


Details of the cases are presented in Table I. The patients 
consisted of 10 males and 10 females aged between 20 and 
33 years. At the time of operation the duration of diabetes 
varied between 13 and 22 years and vascular complications 
had been diagnosed one to seven years earlier. Diabetic 
retinopathy was present in all cases. Traces of albumin 
were found in the urine in four cases, while the remainder 
showed a daily excretion of between 0.4 and 7.5 g. of 
protein. Doubly refractive lipoid elements were present in 
the urine of 13 out of 16 patients before and/or after 
hypophysectomy. It may be noted that in three cases 
(Nos. 14, 18, and 20) such elements were found, although 
albuminuria was minimal and the renal clearance values 
were within normal limits. The systolic b!ood pressure was 
below 140 mm. Hg in four cases, between 140 and 160 mm. 
in 11 cases, and 160 mm. or higher in another five cases. 
A diastolic blood pressure lower than 90 mm. Hg was 
recorded in four cases, between 90 and 99 mm. in 10 cases, 
and 100 mm. or more in the remaining six cases. Calcifi- 
cation of the peripheral vessels was observed on x-ray 
examination in 8 out of 18 cases (6° males and only 2 
females). 


Mortality (Table II) 


Two of the 19 patients died within the first post-operative 
week ; another died during the first month after operation 


with septicaemia following a thrombosis in one leg. A 


fourth patient, aged 23 years, was found at operation to 
have a severe generalized arteriosclerosis including the cere- 
bral vessels, which were very brittle; after the operation 
he presented the clinical picture of extensive cerebral 
damage with progressive mental deterioration, and died six 
months later from a complicating pneumonia. 

Of the remaining 15 patients, one died four weeks after 
the operation, after being for 24 hours in an epileptic state, 


Taste Il —Causes of Death in Seven Cases of Diabetes Mellitus 
after Hypophysectomy 

















Case Time | 
No. of Survivel Cause of Death Remarks 
2 i day Post-operative complications 
15 3 days - » 
13 1 month Septicaemia 
7 6 months Arteriosclerosis 
3 1 month Hypoglycaemia ? No cortisone 
given 
4 15 months Hypertensive crisis Received D.C.A. 
5 ” ~~ Nephropathy % ~ 




















8 Clearance of creatinine. 
|| Doubly refractive lipoid elements. 
“| Mean values. 


presumably caused by a hypoglycaemia resistant to the 
treatment used. The same complication, when encountered 
in another case later on, responded well to massive doses of 
A.C.T.H. and cortisone and intravenous infusions of glucose. 

Two further deaths occurred 15 and 19 months respec- 
tively after operation, one during a hypertensive crisis and 
one from renal insufficiency. In both cases there were 
advanced vascular complications before operation, and both 
had received deoxycortone acetate (D.C.A.) for many 


months. 
Post-operative Management 


Substitution therapy after the initial post-operative period 

included the administration, in addition to insulin, of thy- 
roid hotmone in a daily dose equivalent to 100-150 pg. of 
thyroxine, oestrogenic or androgenic hormones, and adrenal 
cortical hormones. In the first six cases operated on (in- 
cluding two with a fatal outcome) D.C.A. was given as 
adrenal cortical substitute for a considerable time in order 
to avoid the diabetogenic substance cortisone. Observations 
in these first cases suggested that D.C.A. was harmful, In 
this connexion it should be mentioned that D.C.A. is known 
to have an unfavourable effect on already damaged blood 
vessels, therefore cortisone has been the only adrenal 
cortical substitute given during the last eighteen months, 
the daily dose varying between 10 and 15 mg. On the 
maintenance therapy outlined above the general condition 
of the patients is good and some of them have returned to 
their previous occupations. 
_ The dietary regimen after stabilization of the condition 
has been on the basis of 1,400-1,700 calories daily with a 
carbohydrate intake of 120-150 g. for women, and 1,600- 
2,000 calories daily with a carbohydrate intake of 150-180 g. 
for men. With this regimen the daily requirement of long- 
acting insulin (P.Z.I. or lente insulin) varied between 8 and 
24 units—approximately one-fourth to one-third of the pre- 
operative dosage. The daily sugar excretion has varied 
usually between zero and 80 g. Control of the diabetes has 
purposely not been very rigorous, in order to avoid possible 
hypoglycaemic attacks. In none of the cases have clinical 
signs or laboratory evidence of acidosis been observed. 


Assessment of Results 


The therapeutic results in the 12 surviving cases will be 
evaluated with respect to the condition of the circulatory 
system, the kidneys, and the eyes. The period af observa- 
tion up to July 1, 1955, ranged from 3 to 43 months. The 
question whether the hypophysectomy was complete cannot 
be answered at present, but the results of the tests per- 
formed are consistent with the view that the operation was 
incomplete in only one case (No. 11). 
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Circulation 


The effect of the operation on the blood pressure is shown 
in Fig. 1. In 10 of the 12 cases the systolic pressure was 
above 140 mm. and in seven of these the diastolic pressure 
was higher than 90 mm. Hg. A fall in the systolic pressure 
was observed after the operation. During the first post- 
operative year a systolic pressure not exceeding 140 mm. 
was reached in all cases save one. A tendency for the 
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Fic. 1.—Effect of hypophysectomy on blood pressure. 


diastolic pressure to decrease was also noticeable. Only two 
of the cases have been observed for more than a year, and 
the changes in blood pressure in these are shown in Fig. 2. 
The patients have now, 43 and 25 months respectively after 
the operation, regained the pre-operative blood pressure 
after an interval of normal tension. Both cases belong to 
the group given D.C.A. 

In Table III are shown the changes in heart volume in 
nine cases. From this it can be seen that the heart tends 
to decrease in size after hypophysectomy, 

In those cases in which calcification of the peripheral 
vessels was found before operation such calcification was 
still present at subsequent follow-up examinations. In no 
other cases has calcification appeared post-operatively. 

Although an increased capillary fragility is often en- 
countered in diabetics with vascular disease, in all the cases 
except one in which this was estimated the capillary, fragility 
was normal after the operation. 
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Tasie III.—Changes in Heart Volume 






































Time of Size of Heart (ml. per sq. metre surface area) 
Case Observation 
No. (Months) Before Last Difference 
- Operation Examination x 
1 42 310 350 +13 
8 10 450 360 —20 
9 12 370 310 —16 
ll 5 320 330 + 3 
12 5 280 280 +0 
14 5 300 220 —27 
17 5 320 260 —19 
18 2 430 330 —23 
19 2 360 320 —11 
Taste IV.—Changes in Albuminuria 
Albuminuria (g. per day) 
Case 
No. Before Last Time After 
Operation Control Test Operation (Months) 
1 1-58 1-38 42 
“_ 1-00 1-00 24 
7 7-50 1-78 
8 2-74 1-73 10 
9 <0-10 <0-10 12 
10 2-0 (2) 0-85 9 
il 2-40 1-79 7 
12 1-57 0-57 6 
14 <0-10 <0-10 7 
16 0-70 Nil 3 
17 2-31 0-95 4 
18 <0-10 <0-10 5 
19 1-86 1-29 2 














TaBLE V.—Occurrence of Doubly Refractive Lipoid Elements 
in the Urine 


























Before Operation After Operation 

No. No. of Positive No. of Positive 

Examinations Results Examinations Results 
1 2 0 
6 10 2 
8 7 7 
9 7 1 
10 12 8 
ll 13 1 
12 2 2 21 5 
14 7 1 21 0 
16 2 1 9 2 
17 2 2 12 6 
18 5 2 12 0 
19 3 2 5 0 

Renal Function 


It is of coursé difficult to say in just how many cases a 
diabetic nephropathy was present at the time of operation. 
In all cases except No. 1 lipoid crystals were observed in 
the urine at some time before and/or after the operation. 
In 9 of the 12 cases albuminuria in more than a trace was 
present; in the remaining 3 cases a trace 
of albumin was found. 

The effect of the operation on the albu- 
minuria is given in Table IV. A definite 
decrease was observed in nearly all cases. 
Table V shows the effect of the hypophy- 
sectomy on the occurrence of lipoid crystals. 
These were absent from the urine after the 
operation in four cases, in three of which 
they were present pre-operatively. 

The effective renal plasma flow as 
measured by p-aminohippurate (P.A.H.) 
eCASE | remained practically unchanged after the 
operation (Fig. 3). In contrast, the glomeru- 
lar filtration rate (inulin clearance) markedly 
decreased immediately after the operation 
and remained at this low level for the rest 
of the period of observation. Consequently 
a marked decrease in the filtration fraction 
was induced by the operation. The decrease 


CASE ! 
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* in inulin clearance is most probably due 


stat 
ATION MONTHS AFTER KYPOPHYSECTOMY 


to the ablation of the hypophysis, and 


Fic. 2.—Changes in blood pressure - Come 1 and 6 during administration of cannot be regarded as a sign of progression 
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of the renal changes. Analogous decreases in the glomerular 
filtration rate were observed by us after hypophysectomy in 
patients suffering from cancer without demonstrable renal 
disease. The fact that the inulin clearance remained un- 
changed after the initial post-operative decrease supports 
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Fic. 3.—Changes in clearance of P.A.H. and of inulin and 
infiltration fraction. 


the above explanation of the reduction observed. The 
decrease in the filtration fraction together with the un- 
changed renal plasma flow can be taken as a sign of 4 lower- 
ing of tonus of the vessels of the glomeruli, which in turn 
can be considered as a favourable effect of the operation 
on the renal circulation. 

The non-protein nitrogen content of the blood was within 
normal limits before as well as after the operation. 

From the above results it may be concluded that there 
were no signs of progression of the diabetic renal disease 
after the operation in our 12 cases, Our data at present 
do not permit any conclusjons as to improvement in the 
condition of the kidneys. 

Eyes °. 

All the cases operated on had advanced diabetic retino- 
pathy. As shown in Table VI, the visual acuity, as 
measured by Monoyer’s system, remained on the whole un- 
changed after hypophysectomy. In three patients the vision 
of one eye decreased owing to acute retinal haemorrhage ; 


Taste VI.—Changes in Visual Acuity and Capacity 









































| Visual Acuity* Patients’ Statements 
Time of Right E as +i 
Case Obser- ight Eye Left Eye Ability to Readt 
0.| vation 
(Months) — Last } mee Last ew Last General 
tion Control ion Control tion Control 
1 43 Patient blind 
6 24 <0-1 0-1 0-6 0-4 |+++/++++4+/ Better 
8 13 0-7 | <0-1 0-5 09 |++4+/+4+4++4+ os 
9 12 <04 0-1 0-1 0-1 + ++ a 
10 it <0O-1 | <O1 | <O-1 | <O1 | +4 + Worse 
ll 9 0-2 0-2 0-2 0-2 | ++ ++ | Unchanged- 
worse 
12 8 0-3 0-1 00 |} <0-1 + ++ Better 
14 8 <0O-1 0-1 | <O1 | <O-1 op tor oe 
16 7 0-3 0-3 | <O1 |] <O1 | ++ ++ U 
17 6 <0O-1 0-5 05 | <O1 | ++ | +++ | Better 
18 5 <0O-1 |) <O1 0-1 0:5 + ++ - 
19 3 <O-1 | <O1 0-4 0-7 |+++] +++ | Unchanged 
pestmandocinigigentans enw oe 
* Measured by Monoyer’s system. 
+ + Unable to read. 
++ Able to read with magnifying-glass. 
+++ Able to read but with difficulty, 
++ ++ Normal ability to read. 


in these cases there was a comparable increase in visual 
acuity in the other eye. In. the remaining cases the visual 
acuity either improved or remained unchanged. As to the 
patients’ subjective impression of their visual capacity, an 
improvement was reported by seven, no change by four (one 
of whom was blind before the operation), and worsening 
by one. These changes have been roughly assessed by the 
patients’ reading ability (see Table VI). 

In 10 cases the eye-ground changes have been followed 
regularly, and permanent records obtained by colour photo- 
graphy, this being impossible in the remaining cases owing 
to the presence of cataracts’ In one case (No. 10) a marked 
progression of the diabetic retinopathy was observed after 
a short period of improvement, and started at a time when 
the patient had an exacerbation of rheumatoid arthritis. 
(This is the same patient who reported a deterioration in 
visual capacity.) In the remaining nine cases no definite 
signs of progression were observed; this leaves out of 
account three instances of acute haemorrhage, apparently 
arising from newly formed vessels already present before 
the operation. On the contrary, decrease in the formation 
of new vessels was observed in five cases. In Case 6 
before operation there was in the right fundus very 
advanced retinopathy with marked haemorrhages, new 
vessel formation, exudation, and proliferation. One year 
later the newly formed vessels had disappeared and exudates 
and proliferations markedly diminished, This improvement 
has been maintained to date, 24 months after the operation. 
In the left eye, in which only exudates and haemorrhages 
were present pre-operatively, these have decreased signifi- 
cantly. f 

From the above findings it can be concluded that in all 
cases save one, except for occasional retinal haemorrhages, 
no symptoms or signs of progression of the diabetic retino- 
pathy were evident. On the contrary, improvement in visual 
capacity and/or eye-ground changes were noted in most 
cases. 


Summary and Conclusions 


Hypophysectomy has been performed in an attempt to 
arrest the progress of the vascular complications of 
diabetes, the aim being to eliminate those anterior pitui- 
tary factors shown to have a diabetogenic action. Re- 
sults in 20 patients aged between 20 and 33 years are 
presented and evaluated. in all cases there was diabetic 
retinopathy ; blood pressure was generally raised and 
albuminuria and proteinuria were present. Death 
occurred in seven cases between one day and 19 months 
of operation. Patients were followed up for 3 to 
43 months. Substitution therapy consisted in the admin- 
istration of thyroxine, oestrogens or androgens, and 
adrenocortical hormone or D.C.A. Women received a 
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diet oouteiuies 1,400—1,700 calories daily, and men one 
of 1,600-2,000 calories, together with a daily mainten- 
ance dose of 8-24 units of a long-acting insulin. 

In the surviving cases the operation was followed by a 
fall in blood pressure and a decrease in heart volume. 
Where calcification of peripheral vessels existed before 
operation this was not affected, but no calcification 
occurred in other cases. Capillary fragility was normal. 
A definite decrease in albuminuria and in glomerular 
filtration rate was achieved, but.the effective renal 
plasma flow remained unchanged. This can ‘be con- 
sidered to indicate a favourable effect on the renal circu- 
lation. No signs of progression of the renal disease 
were observed, though no cdnclusions are drawn as to 
improvement in the condition of the kidneys. The visual 
capacity improved in some cases, and the retinal changes 
did not progress further. 

The limited period of observation and the small num- 
ber of cases do not permit conclusions as to the thera- 
peutic value of hypophysectomy for the vascular com- 
plications of diabetes, but results so far obtained are 
encouraging. 

The work described above was aided by grants from Knut and 
Alice Wallenberg’s Foundation, from the Council for Medical 


Research of the Swedish Insurance Companies, and from the 
Swedish Diabetics Association. 
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CHEMOTHERAPY OF BACTERIAL 
INFECTIONS* 
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Bacteriology, University of London 


No one will dispute that the “ present position ” of this 
subject is exceedingly complex. As the result of two 
major djscoveries, the first of which—that of the sulphon- 
amides—was made twenty years ago, an apparently un- 
ending series of potent new antibacterial drugs is being 
produced. If we look at the chronological sequence of 
these discoveries (Table I) it is seen that the two main 
trends overlap: further new sulphonamides and other 
synthetic compounds have been introduced since the 
beginning of the antibiotic era. It is scarcely surprising 
that some of these drugs should have been comparatively 
neglected, and there can be very few people with 
definite and well-supported views about the relative 
merits of the later sulphonamides. I was so impressed 
recently by the lack of information on this subject that 
I didi a series of tests of the in vitro antibacterial activity 
of “gantrisin” and “elkosin” in comparison with 
sulphathiazole and sulphadimidine against four types of 
organism causing urinary infections. I found singu- 
larly little difference between them, and, although of 
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course they may differ in other desirable qualities, it 
seems that by this kind of test one good sulphonamide 
is very like another. 


Taste 1.—Antibacterial Chemotherapy: Sequence of Discoveries 














1935- 55 
, | Pie” 
Synthetic Compounds Antibiotics 

1935 Prontosil 
1936 Sulphanilamide 
1938 Sulphapyridine 
1939 Sulphathiazole as 
1940 Sulphadiazine Penicillin 
1942 Sulphadimidine 
1943 Sulphasomidine qpname 1 f 
1944 Streptomycin 
1945 p-Aminosalicylic acid Bacitracin 
1947 Sulphafurazole (gantrisin) Polymyxin. Chloramphenicol 
1948 Chlortetracycline 
1949 Neomycin 
1950 Oxytetracycline 
1952 Isoniazid Erythromycin 
1953 Tetracycline 





Among the antibiotics, on the other hand, no two 
are alixe, apart from the close similarity between the 
tetracyclines. For each there is a whole series of 
different indications, which can only be expressed 
adequately by a detailed table of bacterial sensitivities. 
It is far too much to expect that the clinician should 
carry such a mass of information in his head, and the 
result of this is that a good deal of his use of antibiotics 
tends to be empirical. Not only may he be undecided 
in his choice of an antibiotic, but having chosen it he 
may still be uncertain in what form to use it. 

The number of “ dosage forms ” of penicillin listed in 
a well-known American work is 46. It is true that some 
of them, such as toothpaste and suppositories, are trivial ; 
others are mixtures with other antibiotics, with little 
merit except novelty ; but for the single legitimate pur- 
pose of achieving a systemic effect the clinician has to 
choose between various forms of oral médication and 
the injection of 
preparations 
which in a given 
dose will exert an 
effect for either 
a few hours, one 
to two days, four 
to five days, or 
two to __ three s 
weeks. The blood / 
levels _— attained * »& 
vary inversely es rs 
with the duration = rs 
of effect (Fig. 1). ae Le 
There are special DURATION 


indications for Fic. 1. Relationship “pry = 
: nicillin centration and duration of effect follow- 
poop Bo a ing single doses of four forms of peni- 


cillin (schematic). 
and for very long- 
acting preparations of it on the other, but for the treat- 
ment of everyday acute infections the relative merits of 
freely soluble and depot preparations are still arguable. 
I am inclined to subscribe to Eagle’s doctrine (Eagle 
et al., 1953), which, as I understand it, favours longer- 
acting preparations, but the, late F. R. Selbie, shortly 
before his death last year, thought it necessary to re- 
explore the question. experimentally, and reached a 
somewhat different conclusion (Selbie, 1954). 


LEVEL 


BLOOD 








Indications for Different Antibiotics 
I propose to consider only the use of antibiotics, and in 
the first place the indications for some of them. ‘Apart from 
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the highly selective action of different antibiotics, their choice 
has been greatly complicated in recent times by the wide- 
spread development of bacterial resistance to some of them. 
Fortunately this change is by no means universal, and there 
remain some important indications which I have called 


TABLE II.—Jmmutable Indications for Antibiotics 


Penicillin.—Erysipelas, scarlet fever, or any other known infec- 
tion by haemolytic streptococci. Lobar pneumonia. Gonor- 
rhoea. Syphilis, yaws. Anthrax, actinomycosis. 


Streptomycin.—Plague, tularaemia. 

Chloramphenicol.—Typhoid fever. 

Tetracyclines or Chloramphenicol.—Typhus (all forms). 
iant fever. 


Undu- 


“immutable” in Table If. All these diseases have only 
a single microbic cause, and the first condition of successful 
antibiotic treatment, that the infecting species be known, is 
satisfied by merely making a clinical diagnosis. Further, 
these organisms are either incapable of developing resistance 
(as the haemolytic streptococcus is to penicillin) or derived 
from an animal reservoir (plague, anthrax, tularaemia, un- 
dulant fever) where they have had no chance of doing so. 
Table III lists some conditions in which the effect of any 
given antibiotic is unpredictable for one of two reasons. In 
one category are infections by a single organism, Staph. 
pyogenes, in many of which the bacteriological diagnosis is 


Conditions in Which the Effect of an Antibiotic is 
Unpredictable 
1. Because Bacterial Sensitivity Varies.—Boils, carbuncles, 
myelitis, and other staphylococcal infections. 
2. Because Bacterial Cause Varies.—Bronchopneumonia, bron- 
chitis, pharyngitis, sinusitis. | Endocarditis. Meningitis. 
Urinary tract infections. Wound sepsis. Puerperal fever. 


Tasie II. 


osteo- 


self-evident—for example, carbuncle. The difficulty here is 
the increasing frequency of strains resistant not only to 
penicillin but to the tetracyclines as well. To judge by such 
findings as those of Needham and Nichols (1953) and of 
Kirby and Ahern (1953) this process has gone further on 
the American Continent than with us. It is still largely a 
hospital problem, the prevalence of resistant strains being 
much less in the general population. In hospitals it now 
overshadows all other kinds of cross-infection, and it is 
realized by those who have studied it in surgical and 
maternity units to be a serious threat, to which no answer 
has yet been found. According to Howe (1954), the fre- 
quency of sepsis, usually staphylococcal, in clean operation 
wounds in the Massachusetts Memorial Hospitals rose from 
2% in 1949 to over 7% in 1953: it thus seems that the 
strains now prevalent, besides being penicillin-resistant, have 
a greater capacity for epidemic spread. 

We still have one resource in dealing with staphylococci, 
even if resistant to all other major antibiotics: this is ery- 
thromycin. That this in its turn will fail us if misused can 
be seen from the therapeutic experiment of Lepper et al. 
(1953) at the Municipal Contagious Disease Hospital, 
Chicago : by extensive use of the drug they bred within a 
few months a staphylococcal population resistant to it. For 
serious infections due to such an organism there may be no 
remedy ; deaths due to them are recorded from the Mayo 
Clinic (Martin et al., 1954). We need to know more 
precisely under what conditions erythromycin resistance 
develops, so that we can avoid them without undue restric- 
tions on the use of the drug. 

The second category in Table III embraces infections of 
various body systems—cardiovascular, respiratory, nervous, 
and genito-urinary—which have no constant bacterial cause. 
Here treatment without laboratory aid is bound to be more 
or less empirical. Moreover, even when the cause is known, 
we again face the difficulty that the strain may be resistant 
to the antibiotic chosen, Not only staphylococci and some 
streptococci, but a great variety of Gram-negative bacilli— 
and these three groups of organisms .cause the majority of 
such non-specific infections—nowadays sometimes prove 
resistant to an antibiotic to which they used formerly to 





be sensitive. The antibiotic to which resistance is most 
common is streptomycin, and next come the tetracyclines ; 
fortunately, abnormal resistance to penicillin is rarely seen 
in any organisms except staphylococci. 

Of course it is possible to frame a logical plan for the 
blind treatment of some of these conditions which will often 
succeed: penicillin may be used first in bronchopneumonia 
and puerperal fever and a sulphonamide in urinary infec- 
tien, followed by a change perhaps to one of the broad- 
spectrum antibiotics if the first remedy fajls. But surely it 
is better that treatment should have a firm rational basis 
from the outset, and this the laboratory can provide. 

Sensitivity tests are still being done by a variety of 
methods, some of which take two or even three days, a delay 
which the clinician cannot afford. Admittedly an accurate 
test by a tube-dilution method is necessary in, for instance, 


boxh spac of 
th species 
mary 


Fic. 2. —Plate culture of Staph. Pyogenes “illustratin 

inoculum and uniformity of spreading desirable for 

identification and antibiotic re oy ! determination in 

culture. Cups were filled with: Top left, erythromycin 1 

ml. Tep right, oxytetracycline 50 »g./ml, Bottom, penici “d 

10 units/ml. The organism is fully sensitive to the two former 
but not to the latter. 


bacterial endocarditis. But for most purposes the diffusion 
method, using disks or cups, applied in the primary culture, 
is perfectly satisfactory, and provides the answer overnight. 
In an emergency it can do so even more quickly: growth 
on a plate of a good culture medium begins to be visible 
within about five hours, and on several occasions in my 
laboratory we have reported the sensitivities of a staphylo- 
coccus within that time of receiving the specimen. To get 
dependable results from this method it is necessary to know 
how to spread a plate uniformly with an inoculum neither 
too heavy nor too light (Fig. 2), an art which in many 
laboratories seems not to have been acquired. 

One of my two main conclusions, therefore, is that the 
treatment of non-specific infections should so far as possible 
be based on the bacteriologist’s findings : if laboratory faci- 
lities have to be extended to provide for this there should 
be a good return on the outlay in improved therapeutic 
results and economy in drugs. 


Drawbacks and Dangers of Antibiotic Treatment 


I would venture, secondly, to suggest that there are many 
circumstances in which antibiotics are now often used when 
they should not be. The proportion misused in the United 
States has been put as high as 95% or even 99% (Jawetz, 
1954). Much of this lavish consumption is on undiagnosed 
cases, insusceptible infections, especially virus diseases, 
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trivial conditions like simple catarrhs, and for purposes of, 


prophylaxis, to which I shall refer later. The objection 
to such prescribing is not merely that it is wasteful, or that 
it hastens the widespread appearance of bacterial resistance : 
it is also that it can be positively and directly harmful. 

The most dramatic and disastrous of these “ side-effects ” 
is the shock-like state, sometimes fatal within a few minutes, 
which can be produced by penicillin in sensitized patients. 
Precautions against this are possible, but the best safeguard 
for the future is to limit the use of penicillin to proper 
indications and thus reduce the frequency of sensitization. 
Streptomycin is toxic to the eighth nerve, and, although this 
risk is one which must be accepted in treating a serious 
disease like tuberculosis, perpetual vertigo or deafness is a 
heavy price to pay for the unnecessary use of this drug 
such as is being encouraged by the marketing of proprietary 
mixtures of penicillin and streptomycin. In patients with 
impaired renal function excessive blood concentrations are 
attained and damage can be done in a short time. Chlor- 
amphenicol can cause marrow aplasia, and estimates of the 
importance .of this risk vary astonishingly : some physicians 
or hospitals have almost abandoned the drug, while others 
still use it freely. In my own hospital, where we have had 
three cases of marrow aplasia, two fatal, we now regard 
typhoid fever and Haemophilus influenzae meningitis as the 
only unequivocal indications for the use of this drug. 

The tetracyclines are hepatotoxic, but only in excessive 
doses, and the chief drawback to these drugs is their ten- 
dency to cause nausea and diarrhoea: these symptoms may 
be accompanied by “ superinfections ” with resistant staphy- 
lococei or Candida albicans. The tetracyclines, more than 
any other antibiotic, cause replacement of the alimentary 
tract flora by undesirable species for two reasons: they are 
incompletely absorbed, particularly after large doses, and 
all five main classes of intestinal bacteria are susceptible to 
them (Table IV). What I have seen recently of diarrhoea 


Taste IV.—Degrees of Sensitivity to Five Main Classes of 
Intestinal Bacteria to Antibiotics 























Bact. Strepto- Clostri- Lacto- Bacter- 

coli cocci dia bacilli oides 
Penicillin ee _ +4 ++4 +++ bp 
Streptomycin .. + + + - +++ + 
Chloramphenicol} + +. + ++ + ++ + + 
Oxytetracycline tet +++ +++ +++ +++ 
Erythromycin ~ +++ +++ +++ ++ 
Polymyxin +++ - -- + + 
Bacitracin - +44 ++ ++ + 








following antibiotic therapy, sometimes staphylococcal and 
sometimes without a positive ascertainable cause, has given 
me an altogether new respect for the normal intestinal flora : 
we should not interfere with it lightly. Tetracycline is said 
to be kinder to the bowel than its two cousins, but the 
experience of Frei et al. (1955) shows it to be far from 
blameless. 


Prophylactic Use 


No one can dispute that the use of antibiotics for trivial 


or insusceptible conditions is wrong, but there is room for 
argument about their use as preventives of infection, and 
very large quantities are used in this way. A doctor of 
my acquaintance was even offered a shot of penicillin by 
his dentist as “cover” for scaling his teeth ! 

A personal judgment on this subject is put forward in 
Table V. In the legitimate uses specified these antibiotics 
have been invaluable, but these uses are specialized and 
relatively uncommon. Far greater amounts are used in 
connexion with clean operations, to prevent either sepsis, 
which should not in any case occur, or chest complications. 
The latter, of course, still sometimes develop, and are then 
always resistant to the antibiotic used, and often more severe 
as well as more difficult to treat. Some surgeons in England 
now use antibiotics in this way, not altogether because they 
believe in it, but because it is now so usual that they fear 


——aee 


blame in a court of law for its omission if anything goes 
wrong and they are sued for damages. It is intolerable that 
therapeutic policy should be dictated by the fear of litigation, 


TaBLE V.—Prophylaxis with Antibiotics 


Legitimate Uses 
Preparation for lobéctomy, etc. 
- m — on colon. 
Long-term prophylaxis of rheumatic fever. 
For dental extraction and tonsillectomy in rheumatic 
subjects. ° 
Labour with manual interference, 
Extensive and contaminated traumatic wounds. 


Unnecessary Uses 
For any “ clean’ operation. 
For most operations on the mouth, throat, and stomach. 
In normal labour. 
For simple wounds. 


When antibiotics are legitimately used to prevent dis- 
semination of bacteria from a site of operation, timing is 
important. If administration is begun days beforehand, a 
resistant flora will be established, and the result may be 
disastrous. Thus the object of giving penicillin before dental 
extraction is not to sterilize the mouth, this being impossible, 
but to destroy bacteria entering the circulation at the time 
of operation : the first injection should therefore immediately 
precede this. That pre-treatment can result in an endo- 
carditis due to a highly resistant streptococcus was illus- 
trated by a case in my own hospital (Cates et al., 1951). 


Conclusions 


The present position of the chemotherapy of bacterial 
infections may therefore be assessed as follows. It is 
almost a matter for regret that so many antibiotics have 
been discovered within a few years. Their number 
cannot be unlimited, and the extravagant use Of those 
we now have may leave us in the position of a general 
who has expended all his ammunition before the battle 
is over. The choice is now so wide, and the indications 
are so complex, that few clinicians can keep fully abreast 
of knowledge about them. 

While the number of antibiotics multiplies, the useful- 
ness of each tends to diminish, owing to the development 
of bacterial resistance. Fortunately this change affects 
penicillin—still much the most valuable of them—only in 
connexion with one organism, the staphylococcus. 

The situation is one which calls for more discrimin- 
ating use. In the treatment of many non-specific infec- 
tions this can only satisfactorily be based on laboratory 
findings. 
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The Scottish National Institute for the War-Blinded is 
installing a new plastic plant in their workshop at Linburn. 
The hand-operated bench injection moulding machine is 
suitable for those with a double disability—i.e., total blind- 
ness plus an arm amputation or deafness. Since the Institu- 


tion purchased the. estate in 1944, the men there have been 
keeping poultry and working in light metals, leather, wood, 
and wire. 
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. Since early descriptions of aortic stenosis (Bonet, 1700 ; 
Burns, 1809 ; Hope, 1835) numerous studies on this sub- 
ject have been reported—for example, Ménckeberg 
(1904), Christian (1931), McGinn and White (1934), 
Karsner and Koletsky (1947), Kumpe and Bean (1948), 
Lewes (1951), Mitchell et al. (1954). In addition, con- 
genital aortic stenosis, the frequency of which was first 
noted by Gallavardin (1933), was recently reviewed by 
Campbell and Kauntze (1953). 

The introduction of operative treatment (Larzelere 
and Bailey, 1953; Logan and Turner, 1954; Brock, 
1954) led us to make a study of 50 consecutive, patients 
with aortic stenosis attending the out-patient department 
of St. Thomas’s Hospital, with special reference to the 
features which might determine their suitability for oper- 
ation. 


Material and Methods 

The diagnosis of aortic stenosis was made from the 
characteristic harsh systolic murmur, maximal either in the 
aortic area or in the suprasternal notch. This murmur was 
usually loud, but, as is emphasized later, in cardiac failure 
its intensity was sometimes reduced. Those with evidence 
of mitral valvular disease were excluded. Only four of the 
patients have died ; severe aortic stenosis was found in the 
three who came to post-mortem examination. 

Of the 50 patients, 31 were males and 19 females. Thirty- 
one had an aortic diastolic murmur. In each case there 
was a full clinical examination, and the findings were agreed 
upon by at least two observers. All had fluoroscopy and 
electrocardiography (ten leads), In 39 an arterial pulse- 
pressure record was made from a needle in the brachial 
artery, using a Sanborn or Tybjaerg Hansen manometer and 
Sanborn direct writing recorder. Cardiac catheterization was 
performed in 20, and, for comparison, in five patients with 
syphilitic aortic incompetence. The detailed results of the 
findings at cardiac catheterization are reported elsewhere 
(Gorlin et al., 1955). 


Age, Sex, and Aetiology 

The age and sex of the patients and the aetiology of the 
disease are shown in Table I. The patients have been 
divided into three aetiological groups—congenital, rheu- 
matic, and undetermined. Those whose heart disease had 
been diagnosed at or before the age of 6 were arbitrarily 
considered to have a congenital aortic valvular lesion. In 
some of this group it is possible that the aortic stenosis may 
have resulted from fibro-elastosis ; such a case, with histo- 
logical proof, has recently been brought to our attention by 
Dr. D. H. Davies (Fig. 1), but is not included in this series. 
Of those classified as rheumatic 16 (7 male, 9 female) gave a 
history of rheumatic fever, 2 (1 male, 1 female) of chorea, 




















and 2 (1 male, 1 female), of both. The incidence of a rheu- 
matic history is given in more detail in Fig. 2. In common 
with other series—for example, Campbell and Shackle 
(1932)—a greater incidence of rheumatism was found in the 
females (11 of 19) than in the males (9 of 31), and it will be 
seen that, whereas in the females the incidence is about the 
same in all age groups after 20, in the males the greatest 
frequency is in middle age. Of the 20 patients with a rheu- 
matic history five did not have an aortic diastolic murmur, 
which throws doubt on the conclusion of Kiloh (1950), who 
stated that “ the evidence is in favour of accepting this type 
of aortic stenosis (pure aortic stenosis) as being of non- 
rheumatic origin.” 

Of the patients listed as “ undetermined” no fewer than 
21 of the 24 were male. It has been suggested in another 

















Fic. 1.—Aortic stenosis due to fibro-elastosis. Specimen from 
a boy of 6 whose murmur was discovered at the age of 2. Note 





the thickened edges of the valve cusps. D. H. Davies’s 
specimen. Photographed from an original drawing by Miss 
Joan Dewe.) 
ALL CASES MALE FEMALE 
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Fic. 2.—Incidence (cross-hatched) of a history of rheumatic fever 
. or chorea 
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communication (Smith and Matthews, 1955) that in some 
cases the aortic stenosis may be attributable to degeneration 
in a congenital bicuspid valve, a view first proposed by 
Peacock (1865) and which appears sporadically in the litera- 
ture—for example, Koletsky (1941) and Kiloh (1950). 


Symptoms 
The distribution of symptoms is shown in Table II. 



















































Taste Il 
Se a Fa oe ee ee a a 
No Moderate} Paroxys- 
No Symptoms} or mal Angina! Effort 
* | or Slight | Severe | Nocturnal! Pectoris| Syncope 
Dyspnoea! Dyspnoea| Dyspnoea 
Males: ital 1 1 
ngenita — om don 
Rheumatic 9 5 3 2 1 2 
Undetermined 21 9 7 2 wT 4 
Females: | 
Congenital 5 3 — + 2 — 
Rheumatic ‘ il 2 6 3 7 1 
Undetermined 3 -- 3 1 1 — 
Total | 50 19 | 9 | 8 | 19 7 








Dyspnoea.—Nineteen patients had either no symptoms or 
only slight dyspnoea. Only eight had paroxysmal nocturnal 
dyspnoea. These severely disabled patients are considered 
in more detail below. 

Angina Pectoris.—The distribution of angina pectoris is 
shown in Fig. 3. Our series supports Wood's (1950) state- 
ment that the type of pain in aortic stenosis is no different 
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Fic. 3.—Incidence (cross-hatched) of angina pectoris. 
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from that of coronary arterial disease (contrary to the sug- 
gestion of Kumpe and Bean, 1948). The ability of aortic 
stenosis to cause angina of effort at an early age is confirmed. 
Four of the women aged less than 30 had this symptom. 
It was nearly as common (11 out of 31) in the patients with- 
out or with only slight dyspnoea as in those who were more 
breathless. We agree with Davies and Steiner (1949) that 
the “mechanism of angina of effort in this disease is not 
clear.” Some of the relevant factors are discussed in 
another communication (Gorlin et al., 1955). 

Effort Syncope.—This occurred in seven patients ; six of 
these were males. Their average age was 65 (range 41 to 
76) ; the average age of those without this symptom was 50. 
We have no evidence to account for the preponderance of 
this symptom in elderly males. 















Signs 
The signs are set out in Table ITI. 


Pulse—*1 have more than once observed old and 
eminent ptactitioners make such different judgments of hard, 
full and weak and small pulses, that I was sure they did 
not call the same sensations by the same name. It is to be 
wished, therefore, that physicians, in their doctrines of the 
pulses, and descriptions of cases, had attended to such 
circumstances of the pulse in which they could neither mis- 
take nor be misunderstood” (Heberden, quoted by Ryle, 
1948). Our experience supported Heberden’s contention, and 



















































TaBLe III 
Bisferi Sees | eet 
echiat | “LV.” | Systolic | pi | en 
No.| Brachial ne : Diastolic | Normal 
Pulse Apex hrill Murmur or 
Males: 
Congenital .. 1 —_ — 1 1 1 
Rheumatic .. 9 7 6 6 6 5 
Undetermined | 21 8 16 14 12 & 
Females: . 
Congenital .. 5 2° 4 5 2 2 
Rheumatic .. | II 3 8 9 9 2 
Undetermined 3 1 2 2 1 2 
Total 50 21 36 37 31 20 
* One patient had no aortic diastolic murmur (see text). ‘* L.V.” apex= 
Apical thrust of left ventricular overactivity. A,=Second heart sound in 


aortic area. 


we often found it impossible to differentiate the anacrotic or 
plateau pulse from the normal, or from the small pulse 
which accompanies cardiac failure from other causes. 

The double wave of the bisferiens pulse, though also a 
“ makeweight” sign, is more useful, as it leaves less room 
for error. For its detection palpation of the brachial artery 
is more reliable than the radial ; in no instance was it present 
in the radial but absent in the brachial, but the reverse was 
common. The double impulse can best be felt on the upper 
border of the thumb while it occludes the brachial artery 
against the humerus. It is important to realize that partial 
occlusion may lead to a false impression of the bisferiens 
pulse in normal individuals. 

Of the 31 patients with an aortic diastolic murmur, 20 

had this pulse. The single patient without an aortic diastolic 
murmur was of particular interest. When first seen at the 
age of 31 she was pregnant, and the bisferiens quality of 
the pulse was agreed by three observers. After delivery 
there was no bisferiens pulse. A subsequent pregnancy was 
accompanied by a return of this pulse at the second month ; 
it disappeared after a therapeutic abortion. Evidence that 
with aortic stenosis an increased stroke volume is the cause 
of the bisferiens pulse is to be presented elsewhere (Matthews 
and Medd, in preparation), Usually, of course, the increase 
results from aortic incompetence. 
‘Two of the 50 patients had auricular fibrillation, the 
remainder sinus rhythm. One was a man of 46 who died 
soon afterwards, and the other a woman of 73 with few 
symptoms. The rarity of “perpetual arrhythmia” was 
realized by Hope (1835) and Stokes (1854), though Lewes 
(1951) found that 5 of the 25 patients in his series had 
auricular fibrillation. His patients had all come to necropsy, 
so that a terminal arrhythmia may partly account for this 
greater incidence. 

Apex.—A thrusting apex beat. suggestive of left ventricular 
overactivity was found in 36 patients, and was commoner 
(26 out of 31) in patients with associated aortic incom- 
petence than in those with pure aortic stenosis (10 out of 
19), presumably due to the increased left ventricular work 
caused by the aortic regurgitation. 

Aortic Second Sound—It was notable that the aortic 
second sound was normal in 30 patients, Contrary to expec- 
tation there was no correlation between diminution or 
absence of the aortic second sound and calcification of the 
aortic valve on fluoroscopy. So far as we could judge, a 
knowledge of the intensity of the aortic second sound con- 
tributed nothing to the evaluation of aortic stenosis. 

Systolic Thrill and Murmur.—The thrill was sought in the 
usual way with the patient leaning forward and with the 
breath held in full expiration. Though usually most pro- 
nounced at the base of the sternum, occasionally it was 
maximal in the suprasternal notch. No attempt was made 
to grade the intensity of the systolic murmur, because it was 
realized that it varies not only with the valve orifice size 
but also with blood flow and the factors which control the 
transmission of the sound. In one patient, a man aged 68 
with a calcified aortic valve, the systolic murmur, previously 
loud, became almost inaudible when cardiac failure devel- 
oped. This has been noted by others (Kumpe and Bean, 
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1948 ; Lewes, 1951); and Contratto and Levine (1937) sug- 
gest that “ terminal cardiac weakness” may have been the 
explanation of their finding that only 21 of their 51 patients 
who came to necropsy had a systolic thrill in life. The 
difficulty of diagnosis in aortic stenosis that sometimes occurs 
when the patient is first seen in cardiac failure is referred to 
by Conner (1931), and Christian (1931) states that “if car- 
diac decompensation is marked, the thrill may be absent, and 


the murmur lose its harshness and loudness, and so this " 


diagnostic evidence often disappears a few days before 
death.” It is likely that the reduction in blood flow accounts 
for this finding, and the fact that, whereas an aortic systolic 
thrill was found in 10 out of 12 patients without disability, 
it was present in only four out of eight with paroxysmal 
nocturnal dyspnoea lends support to this interpretation. 


Fluoroscopy 
The fluoroscopy findings are shown in Table IV. 


TaBLe 1V.—Fluoroscopy and Electrocardiography 




















a — mt 
irst tion of | of L.V.H. 
No. }L.V. + Part of Aortic | (incl. 
* Aorta Valve L.B.B.B.) 
Males: 
Congenital a 1 1 1 1 1 
Rheumatic .. és 9 7 3 8 9 
Undetermirted re 21 19 12 17 15 
Females: 
Congenital .. ei 5 5 3 2 3 
Rheumatic .. id 11 10 9 3 10 
Undetermined iy" 3 2 2 2 2 
Total ae is 50 44 | 30 33 40 














“LY. + = Apparent enlargement of left ventricle in 60 degrees left anterior 
oblique view. L.V.H.=Left ventricular hypertrophy. L.B.B.B.= Left bundle- 
branch block. 


The appearance of enlargement of the left ventricle in 44 
patients, and prominence of the first part of the aorta to 
the right and anteriorly in 30,-conformed with the experi- 
ence of others—for example, Campbell and Kauntze (1953). 
Of the six patients in whom the left ventricle appeared 
normal on screening, five had pure aortic stenosis and only 
one had associated incompetence, despite the’ fact that cases 
of the former constitute only 38% of the series. This 
reinforces the clinical finding noted above, that there is a 
greater tendency for aortic stenosis with incompetence to 
cause obvious left ventricular enlargement than aortic 
stenosis alone. 

Particular care was taken to achieve adequate dark adap- 
tation by wearing red glasses for at least a quarter of an 
hour before a search was made for calcification of the aortic 
valve. The high incidence of calcification (found in 33 of 
the 50 patients) is probably largely attributable to this. It 
was recorded as present only if clearly seen by all observers ; 
doubtful flecks were disregarded. The site of the aortic valve 
when calcified seemed to us more constant than that of the 
mitral valve, presumably owing to the greater variation in 
the enlargement of the left atrium and right ventricle in 
mitral valvular disease. It was usual, in a 45 degrees right 
anterior oblique position, to find the shadow of the calcified 
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Fic. 4.—Incidence (cross-hatched) of calcification of the aortic 
valve on screening. , 








valve moving in a small ellipse on a line dropped perpen- 
dicularly from the anterior margin of the aortic shadow. 
The position of the calcified valve is well illustrated by 
Davies and Steiner (1949), 

The incidence of valvular calcification is shown in more 
detail in Fig. 4. It is notable that it was found in 26 of 
29 males aged more than 20. The equivalent figure for 
females was 7 of 17. In mitral stenosis there is a similar 
disparity between the two sexes in the incidence of valve 
calcification (Matthews, 1954). The finding of calcification 
did not relate to the severity of the obstruction or to the 
presence of aortic incompetence. 


Electrocardiogram 

In 38 patients the electrocardiogram (E.C.G.) showed the 
inversion of T waves, with or without depression of the ST 
segments in left ventricular surface leads that is. sometimes 
described as “left ventricular strain” (Table IV). In two 
patients there was left bundle-branch block. In the remain- 
ing 10 patients the T waves were upright. In one of them 
the sum of the R in V; and the S in V; was more than 
35 mm., thus fulfilling the criteria for left ventricular hyper- 
trophy proposed by Sokolow and Lyon (1949); however, 
their method is open to the objection that false positives 
may arise from the fact that an R of 33 mm. may occur in 
V; in health (Kossman and Johnston, 1935) and false nega- 
tives from reduction of the voltage in emphysema. 

In contrast to the clinical and fluoroscopic findings there 
was no significant difference in the E.C.G. attributable -to 
coexisting aortic incompetence. . 

None of the patients in whom the E.C.G. was normal 
suffered from paroxysmal nocturnal dyspnoea; five were 
symptomless ; two had mild, and two (aged 58 and 73) 
moderate exertional dyspnoea. One of those with mild 
dyspnoea also had angina pectoris (female aged 41). Con- 
versely, although left ventricular hypertrophy can be asso- 
ciated with a normal E.C.G. (Goldberger, 1953), all the 
patients with paroxysmal nocturnal dyspnoea had the T wave 
changes of left ventricular strain. It would appear that the 
E.C.G. of left ventricular hypertrophy is one of the most 
reliable indications of the severity of the stenosis, though 
severe stenosis can occur with a normal E.C.G. 


Brachial Arterial Pressure Pulse 

Wiggers (1949) has described the characteristic arterial 
pressure pulse in normal animals (p. 671 et seq.) and in 
experimental aortic stenosis (p. 986 ef seq.), and quotes 
previous workers. In aortic stenosis he stresses the slow 
rise of pressure, the transmission of the central pulse to the 
periphery with little change, and the rarity of the “ anacrotic 
phenomenon.” 
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Fic. 5.—The brachial arterial pressure pulse. Systolic upstroke 

time and pulse pressure. Findings in 39 patients with aortic 

stenosis, with or without imcompetence, in eight patients with 

aortic incompetence and a positive Wassermann reaction, and in 
eight normal controls. 
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The brachial arterial pressure pulse was recorded in 39 
of our patients. Because of the many variables, both physio- 
logical—for example, stroke output, left ventricular perfor- 
mance, aortic incompetence, peripheral resistance, elasticity 
of the arterial system, transmission, and distortion factors 
(Alexander, 1949)—and technical—for example, site and 
direction of the needle—we do not consider it fruitful to 
analyse the pulse-pressure contour in detail. We have there- 
fore restricted ourselves mainly to the measurement of the 
systolic upstroke time from the end of diastole to the final 
sustained peak of systole, although we appreciate that this 
measurement is dependent on the variables already described. 
This measurement was greater than 0.15 second in 37 
patients. One of the remaining two appeared to have 
minimal stenosis ; there was no explanation for the normal 
upstroke time in the other. The upstroke times are plotted 
against the pulse pressure in mm. Hg in Fig. 5, where 
they are compared with eight patients with severe aortic in- 
competence and a positive blood Wassermann reaction, and 
eight normal subjects using the same method. Of the eight 
patients with aortic incompetence, six had normal or shorter 
than normal systolic upstroke times; in one patient it was 
0.15 second, and in one 0.20 second. The latter probably 
had some stenosis; in addition there was a well-marked 
anacrotic notch, The arterial tracing is thus of use in giving 
evidence that the aortic stenosis is severe while the E.C.G. 
is still normal. Examples of brachial arterial pressure pulses 
are shown in Fig. 6. 
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Fic. 6.—Brachial arterial pressure pulses in (from left to right) 

a normal control, aortic stenosis, aortic stenosis and incompe- 

tence, and syphilitic aortic incompetence. (Time marker 0.2 and 
0.04 sec. Pressure standard 0-100 mm. Hg.) 


Cardiac Catheterization 

These findings have been made the subject of a separate 
communication (Gorlin ef al., 1955). There was evidence 
to show that aortic stenosis prevented the increase in stroke 
work which normally occurs on exercise before the symp- 
toms were incapacitating, and that the “ pulmonary capillary 
pressure,” although normal at rest except for those patients 
in frank congestive failure, rose abnormally on exercise. 
This gave a good indication of the poor ventricular reserve. 

In combination with post-mortem studies of the aortic 
valves in an artificial perfusion system (McMillan ef al., 
1952) it appeared that the critical valve area in isolated 
aortic stenosis was of the order of 0.5 square cm.; with co- 
existing aortic incompetence it is variably larger. This reduc- 
tion is generally due to commissural fusion, but may arise 
from increased valve-cusp rigidity alone (Smith and 
Matthews, 1955). 

We believe, however, that cardiac catheterization has no 
important part to play in the routine assessment of a patient 
with aortic stenosis. 


Natural History of the Disease 
As our patients have in most cases been followed only 
for a maximum of one year since the study, the only guide 
to the natural history of the disease they can provide is 
from a consideration of the duration of their symptoms at 
the time we saw them. Nineteen patients (10 male, 9 female) 


had more than slight dyspnoea on exertion. In the males 
this symptom had been present for less than one year in 
five patients, for two years in three patients, and for four 
and seven years respectively in the remaining two (average 
duration two years). In the females the duration was longer, 
with an average of four years. Of eight patients with 
paroxysmal nocturnal dyspnoea, only one was aged less than 
50 (46), and in this patient the symptom had been present 
for four years; in the remainder the duration was in each 
case less than one year. In 19 patients with angina the 
duration of the symptom was more yariable; in 11 it was 
one year or less, in four, one to five years, in three, five to 
ten years, and in the remaining patient nineteen years. 
Severe dyspnoea appears, therefore, to be incompatible 
with a long survival. This supports the results of Grant 
(1933), who followed for ten years 43 male war pensioners 
with aortic stenosis. At the end of this period 28 had died ; 
of these, 10 died of cardiac failure, seven suddenly, two of 
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Fic. 7.—Diagrammatic representation of the natural history in 
aortic stenosis (above) and of mitral stenosis (below). 


subacute bacterial endocarditis, and eight of unrelated causes. 
Thus between one-third and one-half died of the disease 
itself in ten years. The poor prognosis once severe symp- 
toms develop is also emphasized by Contratto and Levine 
(1937), who found that the average length of survival after 
the first appearance of dyspnoea was twenty-three months 
and of pitting oedema four months. There is evidence that 
since the iatroduction of mercurial diuretics the prognosis 
has been considerably improved (Mitchell et al., 1954). 
The natural history of aortic stenosis is compared with that 
of mitral stenosis in Fig. 7. In the former there is a long 
symptomless period (specifically noted by Peacock, 1877) 
and, when left ventricular failure occurs, a short period of 
severe symptoms until death, but at any moment sudden 
death may occur. In the latter there is a comparatively 
long period of severe symptoms and the downhill progress 
is marked by exacerbations which are often associated with 
attacks of bronchitis, with pulmonary infarction, or with 


pregnancy. 
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With a view to deciding whether the onset of left ven- 
tricular failure was mainly due to the stenosis reaching a 
critical degree or to the progressive ischaemic changes that 
occur in the left ventricular muscle throughout years of 
established stenosis, a comparison was made between the 
12 patients who had no disability (as judged by their exer- 
cising for more than five minutes on a standard exercise 
test) and the eight patients with paroxysmal nocturnal 
dyspnoea (Table V). It will be seen that there is little 


Tas_e V.—Comparison of Least and Most Disabled Patients 





12 Patients who 
Exercised more 
than 5 mins. on 
a Standard 
Exercise Test 


Sex ‘ ae ~_ is .. | 10 male; 2 female 
Average age a aoe 41 

Age range 16-59 

Left ventricular | apex beat .. ae 

Systolic thrill .. as ae 10 
Screening L.V. + - on i 11 
Calcified valve .. 

L.V. hypertrophy on E. c.G. . 
Arterial tracin 


Systolic upstroke more than 0-15 sec. . 
Average systolic upstroke (sec.) on -22 “ 


8 Patients with 
Paroxysmal 
Nocturnal 
Dyspnoea 





4 male; 4 female 


ts 
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difference between the two groups in the incidence of the 
factors that indicate the severity of the stenosis. The main 
difference is that the average age in the first group is 41 and 
in the second 60. These findings suggest that it is the dura- 
tion of the aortic stenosis rather than its severity alone 
which precipitates left ventricular failure. 

Two further patients in the series developed cardiac failure 
temporarily when they became severely anaemic (haemo- 
globin 30% and 48%). 


Discussion 

The diagnosis of severe aortic stenosis can usually be made 
from evidence of left ventricular hypertrophy in the presence 
of the characteristic murmur. For reasons already given, 
the intensity of the murmur is an unreliable guide to the 
degree of obstruction. When there is doubt an arterial 
pressure record may be helpful. Moreover, it should not 
be necessary to submit the patient to thoracotomy to demon- 
strate the severity of the aortic stenosis by measurement of 
the systolic pressure differential across the aortic -valve, as 
suggested by Brock.* Such measurements are likely to be 
unreliable under the abnormal conditions of the operation. 

Effective relief of the stenosis should make a more signi- 
ficant difference to the natural history of the disease than 
any medical treatment. However, the difficulty in the selec- 
tion of patients for operation lies in the fact that cardiac 
failure, once it develops, runs a rapid course, and, con- 
versely, at the time when the operation is likely to be most 
effective the patient is often symptomless and may not 
appreciate its desirability. This contrasts with mitral sten- 
osis, in which there is often a comparatively long period 
when the patient has severe symptoms and is suitable for 
surgery. In aortic stenosis the selection of patients for 
operation divides itself into a technical and a moral issue. 
The theoretical advantages of early operation include: (1) 
the lower mortality and morbidity for all operations in 
younger patients ; (2) the calcification of the valve is not so 
far advanced, so that the prospect of producing a functional 
valve is greater and the risks of calcific embolus are less ; 
(3) subsequent fibrosis of the left ventricular myocardium 
may be retarded or delayed ; (4) the repair of the left ven- 
tricular myocardium is easier (when the ventricular approach 
is used); and (5) the danger of ventricular fibrillation is 
reduced (Bailey et al., 1954). 

The disadvantages of early operation are that at the 
moment the operation is experimental, and though few data 
have been published it is likely that the overall mortality 
is high. However, the operation has so far been used mainly 
in terminal cardiac failure. On theoretical grounds the 


*Unpublished observation delivered to Cardiac Society meeting 
on April 9, 1954. 





ideal patient for surgery is the young or middle-aged woman 
with-severe symptoms and an uncalcified valve. 

Operations for aortic stenosis are not likely to be so 
effective as for mitral stenosis, since valve calcification seems 
to be more common in the former. Unless there is some 
mobility in the valve, even splitting the commissures may 
produce a negligible increase in the functional valve orifice 


‘size, as the valvotome applies an opening force to the valve 


considerably greater than the ejected blood (McMillan, 
1955). 


Summary 

Fifty patients with aortic stenosis were studied, and 
their clinical features are discussed. The findings from 
the brachial arterial pressure pulse in 39 patients are 
described. In the presence of the characteristic murmur 
the severity of the stenosis is established by evidence of 
left ventricular hypertrophy, and supported by a systolic 
upstroke time of more than 0.15 second in the brachial 
arterial pressure tracing. The critical aortic valve area 
appears to be of the order of 0.5 square cm. in isolated 
aortic stenosis, and is variably larger with coexisting 
aortic incompetence. 


The natural history of the disease is discussed and 
contrasted with that of mitral stenosis. 

The problem of selection of patients for valvotomy is 
more difficult than in mitral stenosis, since severe aortic 
stenosis is often compatible with an active life, and when 
left ventricular failure eventually occurs the valve may 
well be so abnormal as to prohibit an effective valvo- 
tomy. At the present time the operative mortality is 
high and the long-term results are unknown. 


Our thanks are due to Drs. D. E. Smith, Evan Jones, Raymond 
Daley, and I. K. R. McMillan for much help in this investiga- 
tion; to those physicians and surgeons of St. Thomas’s Hospital 
who kindly allowed us to study their patients; to Miss Joan 
Dewe for the drawing and Mr. K. G. Moreman for the photo- 
graph; and to many colleagues for helpful criticism of the text. 
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HYPOTHERMIC COMA IN MYXOEDEMA 


BY 


MARCEL MALDEN, M.B., Ch.B. 
Senior House-Physician, Ancoats Hospital, Manchester 


The first mention of death in hypothermic coma due to 
myxoedema appeared in 1879 in St. Thomas's Hospital 
Reports. The patient was under the care of Dr. William 
Ord, who in 1877 had coined the term “ myxoedema.” 
In 1888 the Report on Myxoedema of the Clinical 
Society of London drew attention to the subnormal 
temperatures found in. myxoedematous subjects and the 
importance of the environmental warmth for their wel- 
fare. G. R. Murray (1899), describing in the Goul- 
stonian Lectures the treatment of myxoedema by ex- 
tract of dried thyroid, stated: “ One of the earliest signs 
of improvement is in the return of the temperature to 
the normal level.” This rise in temperature could first 
be observed during the second week of treatment. Since 
then relatively little attention has been paid to the severe 
hypothermia in myxoedematous subjects until the papers 
of Le Marquand ef al. (1953) and Summers (1953) 
appeared describing hypothyroid patients who had low 
temperatures before death. The fact that Summers 
could quote five instances in the space of two years 
suggests that the condition is not too uncommon. 

This communication reports three further cases of 
hypothermic coma in myxoedema. 


Case 1 


A housewife aged 60 was admitted to the Derbyshire 
Royal Infirmary on January 22, 1953, under the care of 
Dr. D. V. Hubble. It was impossible to obtain a history 
from the patient because of her poor cerebration. Her 
relatives stated that in 1943 she suffered from an illness in 
which her eyes became prominent. After a while her eyes 
returned to normal and she started to gain weight. About 
1949 she became forgetful, stubborn, and lethargic, and com- 
plained bitterly of always feeling cold. A year before 
admission, she was confused and drewsy for a period of 
time, but had eventually reverted to her previous state. For 
a few weeks before admission she complained of breath- 
lessness. For six days ‘she had been confused and dis- 
orientated. 

On admission, though she was conscious and could 
respond to simple questions and requests, her cerebration, 
speech, and movements were slow. Her voice was deep and 
croaking. There was a reddish-blue discoloration of her 
cheeks on a background of pallor, The outer parts of the 
eyebrows were lost, the scalp hair was sparse and coarse, 
and the axillary and pubic hair were scanty. The tongue 
was enlarged and protruded. Supraclavicular pads of fat 
were present, together with myxoedematous deposits in the 
skin, which was dry, cold, and finely scaling. The coldness 
of the skin of the trunk, even after some time in a warm 
hospital bed, was a striking feature. The pulse rate was 
54 and the blood pressure 130/90. The heart sounds were 
difficult to hear and there was no congestion of the jugular 
veins, but marked pitting oedema of the legs and sacral 
region was present. The chest was resonant and there were 
rhonchi and rales at both bases. All tendon reflexes were 
diminished and plantar responses were equivocal. 

Investigations on Admission—Haemoglobin, 112% ; 
R.B.C., 4,720,000 ; W.B.C., 4,100 ; E.S.R., 1 mm.; haematocrit, 
$3% : alkali reserve, 71 ml. CO: per 100 ml. plasma ; eosino- 
phils less than 50 per c.mm. Urine, pH 6.2; fair amount 
of albumin: culture, no growth. For biochemical findings 
see Table. 

At first the patient was conscious and not distressed, took 
food and fluids, and was reasonably co-operative. Twenty 


—. 


hours after admission she had an epileptiform convulsion, 
after which she was confused, restless, and after four hours 
comatose. She became cyanosed ; her-respirations were 10 
a minute, though her pulse rate and blood pressure did not 
change. Secause of the clinical impression of respiratory 
failure the air passages were aspirated and artificial respira- 
tion was given. In spite of some improvement her condition 
remained precarious and she died some 34 hours after the 
onset of coma. 

Treatment consisted in administration of glucose-saline, 
dried thyroid tablets—a total of 24 gr. (160 mg.) was given— 
and analeptics as necessary. 

Her temperature was measured with a clinical thermo- 
meter only. On admission it was noted as 97.2° F. (36.2° 
C.), but for the 24 hours before death it was 95.2° F., 
(35.1° C.), this being the lowest point on the particular chart 
used. It is possible that had a special thermometer been 
used lower temperatures would have been recorded. This 
view is further supported by the fact that even the well- 
covered parts of the patient’s body felt very cold to the 
touch, a condition observed in Case 2, in which much lower 
temperatures were recorded. 

Post-mortem Examination.—There was mucinous infiltra- 
tion of the media of the arteries, of the skin, and between 
the cardiac muscle fibres. The thyroid was small ; it showed 
a late stage of Riedel’s “ woody thyroiditis.” The pituitary 
and suprarenal glands were normal. 


Case 2 

A housewife aged 64 was admitted on February 18, 1954, 
to Ancoats Hospital, Manchester, under the care of Dr. H. T. 
Howat. It was impossible to obtain a history from the 
patient. Her husband stated that he returned home after 
seven months at sea, four days before the patient’s admis- 
sion. He found no striking difference in his wife’s appear- 
ance or behaviour. She had been sensitive to cold for many 
years, but only recently had he thought she felt cold to the 
touch. For two days after his arrival she did all her house- 
hold work as usual. On the morning of the third day she 
was difficult to rouse and seemed confused. As she did not 
improve she was admitted the following evening. Her pre- 
vious health had been good apart from epilepsy, which 
disappeared after the menopause, at the age of 52. 

On admission the patient was conscious. She answered 
simple questions and obeyed simple commands. There was 
a striking resemblance to Case 1, not only in facial appear- 
ance but also in all the external characteristics of severe 
myxoedema. The peculiar dry coldness of the skin over the 
whole body was again noted. The pulse rate was 40 a 
minute and blood pressure 140/100. The heart sounds were 
hardly audible but were normal. There was raised cervical 
venous pressure and oedema over the sacrum and.of the 
legs up to the knees. Respirations were 14-a minute and 
there was dullness to percussion at both bases, with rales. 
No ankle- or knee-jerks could be obtained. Plantar reflexes 
were flexor. 

Investigations._-R.B.C., 4,130,000 per c.mm.; W.B.C., 
3,950 per c.mm.; haenoglobin, 78% ; E.S.R., 25 mm. in 
one hour ; serum proteins, 6.6 g.% (albumin 3.8 g., globulin 
2.8 g.). E.CG.: low-voltage complexes with flat T waves. 
The record was characteristic of myxoedema. For other 
investigations see Table. 

The patient’s condition remained unchanged for 24 hours, 
Then she gradually became drowsy, but at times was restless 
and noisy. About 36 hours after admission she became 
comatose. At the time her rectal temperature was 78° F. 
(25.5° C.), respirations 8 a minute, pulse 38, and blood 
pressure 108/80. Warmth was applied by means of a heat 
cradle, and although her temperature was slowly raised to 
93.2° F. (34° C) little change in her condition was noticed. 
She gradually deteriorated, and the clinical picture of respir- 
atory failure ensued. She died some 20 hours after the 
onset of the coma. 

In addition to application of warmth, she was treated with 
thyroid siccum, 4 gr. (16 mg.) twice daily; deoxycortone 
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: Date of Temperature — ——————————1 Uren Gluc. eee 
Author Case |Age and Sex} Occurrence | Oedema Na | K | Cl si 
F. (C) (mEq 1) (mg. /100 mi.) 
Le Marquand er al. (1953)... | 1 | 61F | Jan, 1951 | 95° (35% ' 150 | 472 | 102 o | st | 30 
2| @P | a. Oe I 95 (35°) } +++ 128 — | 73 23 | — 495 
Summers (1953) 3 59M | ,, 1952 _ 83° (28-3°) 140 | 5-65 cos 40 110 | 180 7 
4 65 F March, 1951 75 (23-9°) 122 5:77 86 31 140 160 
5 63 M Feb.. 1952 87-5° (30-8°) 120 6-15 88 53 94 | 280 
6 59 M Nov., 1952 83-5° (28-6°) 132 5-65 97 48 — | 310 
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8 64 F Feb., 1954 78 (25-5°) +++ 134 4-23 94 14 75 388 
Less than 
9 62 F Dec., 1954 95 (35°) + Normal 5-77 100 60 93 538 
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acetate by intramuscular injection (10 mg. in all), and 
adrenocortical extract in dextrose infusion and intramuscu- 
larly (30 ml. in all). She was also given analeptics. 

Post-mortem Examination.—The thyroid gland was very 
smail, and microscopically showed features of late Hashi- 
moto’s disease. The pituitary and suprarenal glands were 
normal. 

Case 3 

A spinster aged 62 was admitted to Crumpsall Hospital, 
Manchester, on December 9, 1954, under the care of Dr. 
§. Oleesky. Her brother stated that she had been quite well 
until about a year before admission. Since then she had 
gradually become lethargic, listless, and sensitive to cold. 
In the last two months her behaviour became irrational and 
at times she had persecutory delusions. Eight hours before 
admission she became unconscious. Her previous health 
had been good, and the menses regular till the menopause, 
at the age of 53. 

On admission the patient was comatose. Her face was 
puffy, and there was loss of the outer parts of the eye- 
brows and of axillary hair, Pubic hair was sparse. The 
skin was dry and scaling. The whole of her body felt cold 
to the touch. The respirations were slow, the pulse was 
40 a minute, and the blood pressure was unrecordable. 
There was oedema of the ankles but no congestion of the 
jugular veins. The pupils were dilated and reacted to light 
sluggishly. The limbs were rigid, the reflexes depressed, and 
plantar responses flexor. The rectal temperature could not 
be recorded on a clinical thermometer. 

Investigations.—Haemoglobin, 13.5 g. Lumbar puncture: 
pressure, 120 mm. ; clear colourless fluid ; proteins, 160 mg. 
per 100 ml. with slight excess of globulin. E.C.G. showed 
sinus rhythm, rate 40, flat T waves, and low-voltage com- 
plexes. Radiographs showed no evidence of intracranial 
tumour, a normal pituitary fossa, and normal heart and 
lungs. For other findings see Table. 


Electric blankets were used to warm the patient. On the 
night of admission she was given an intravenous infusion 
of 500 ml. of 5% dextrose with 10 mg. of corticotrophin, 
and 0.025 mg. of thyroxine sodium. For the next 20 days 
she was treated with intramuscular injections of cortico- 
trophin gel, starting with 25 mg. twice daily, and gradually 
decreasing to 12.5 mg. daily. Simultaneously, she was given 
thyroxine sodium, 0.3 mg. daily, later increased to 0.6 mg. 
daily. Dried thyroid in doses varying from 1 gr. (65 mg.) 
daily to 1 gr. (65 mg.) thrice daily has since been used for 
maintenance treatment. 

For the first two days the patient's rectal temperatures 
were not recordable by clinical thermometer. During the 
next seven days temperatures around 96° F. (35.6° C.) were 
maintained for as long as electric blankets were used, If 
these were removed, the temperature gradually fell until in 
about four hours it became unrecordable. From the tenth 
day temperatures ranging about 98.4° F. (36.9° C.) were 
maintained without external warming. The patient was 
comatose for the first two days, and only a little better for 
the next ten. She then gradually became fully conscious, 
though suspicious and at times deluded. Four weeks after 
admission her mental state approached normality. 























At the end of January, 1955, she was still slow in speech 
and cerebration. Her blood pressure was 140/80 and pulse 
76. The reflexes on the left side were brisker than on the 
right, but both plantar reflexes were flexor. The blood 
cholesterol was 164 mg. per 100 ml., C.S.F. proteins 44 mg. 
per 100 ml., and the electrocardiogram showed sinus rhythm 
of 72 with increase in voltage and return of upright T waves. 
The 17-ketosteroid excretion was 5.56 mg. in 24 hours 
(patient receiving corticotrophin gel 25 mg. daily and thy- 
roxine 0.2 mg. thrice daily). The water diuresis test showed 
maximal flow of 63 ml./min. with load of one litre (over 
one month after conclusion of corticotrophin therapy). The 
patient was discharged from hospital in February, 1955, in 
satisfactory condition on thyroid tablets, 1 gr. (65 mg.) three 
times a day. 


Discussion 


The clinical recognition of severe hypothermia depends 
on the appreciation of the extreme dry coldness of the skin, 
and can be confirmed by measuring the body temperature 
with a low-reading thermometer. The skin of even the 
chest and abdominal areas, usually well covered and there- 
fore warm, feels characteristically dry and cold, and remains 
so in a warm hospital bed. The sensation obtained on 
examination is very striking, and can be compared to that 
experienced when touching a cadaver. In none of three 
severely myxoedematous patients without significant hypo- 
thermia—98° F. (36.7° C.), 96.8° F. (36° C.), 97.6° F. (36.4° 
C.)—examined in an out-patients clinic was this sensation 
obtained. In severely shocked patients the skin may feel 
cold, but it is usually moist and clammy. Hypothermia may 
not only indicate the need for urgent treatment but may 
suggest a diagnosis of myxoedema or hypopituitarism where 
not suspected previously. 

Not enough information was obtained to ascertain the 
cause of hypothermia in myxoedema coma or to assess the 
endocrine and metabolic state of patients suffering from it. 
Some of the facts are summarized in the Table. The follow- 
ing points emerge from it: (1) striking seasonal occurrence 
during winter months: (2) hypothermia, sometimes very 
severe, was present at the onset in all cases ; (3) blood-sugar 
estimations were within normal range: and (4) in four out 
of nine cases serum sodium and chlorides were low (Cases 2, 
4, 5, and 7). In two of these (Cases 4 and 5) serum potas- 
sium was high—which presents a combination of changes 
met with in adrenocortical failure. In Case 7 the serum 
potassium was low, which, together with low serum sodium 
and normal blood urea, suggests water retention. It is not 
clear by what mechanism these changes were produced, but 
they preceded the onset of coma. 

It is also interesting to note that at no stage did shivering 
occur in the cases here recorded. The absence of shivering, 
and the ease with which the body temperature could be 
altered by the application of heat, point to complete failure 
of the thermo-regulatory centre. 

Coma in myxoedema presents a clinical picture similar 
in many respects to coma in hypopituitarism (Sheehan and 
Summers. 1952; Whittaker and Whitehead, 1954). Caughey 
and Garrod (1954) discussed the factors concerned in causa- 
tion of coma in hypopituitarism. It is possible that similar 
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considerations may also apply to coma in myxoedema, 
especially as there is evidence that adrenocortical failure 
may occur in myxoedema (Statland and Lerman, 1950; Hill 
et al., 1950; Hubble, 1955), and there is a possibility of 
pituitary hypofunction too (Statland and Lerman, 1950; 
Hubble, 1955). 

The treatment successfully employed in Case 3 relied on 
the early administration of thyroxine and corticotrophin 
together with the application of warmth. Alternatively a 
regime of management described by Caughey and Garrod 
(1954) for treatment of hypopituitary coma could on em- 
pirical grounds be suggested for treatment of coma in 
myxoedema. Early recognition of hypothyroidism with 
adequate and continuous therapy should prevent the occur- 
rence of coma. 


Summary 

Three cases of coma with hypothermia in myxoedema 
are described. Hypothermia can be recognized clinically 
by appreciation of the extreme dry coldness of the skin 
and can be confirmed by measuring the temperature with 
a low-reading thermometer. Factors’connected with the 
causation of hypothermic coma in myxoedema are dis- 
cussed and the similarity to coma in hypopituitarism is 
considered. 


ADDENDUM.—Since this paper was submitted for publica- 
tion an additional case has come to my attention. A woman 
of 67 was admitted to the Royal Hospital, Sheffield, in 
February, 1955. The clinical features were similar to those 
in the above cases. There was no pitting oedema. The 
rectal temperature was 80° F. (26.1° C.). By application of 
electric blankets it was raised to 92° F. (33.3° C.). The 
patient did not shiver. Serum electrolyte concentrations 
were: Sodium, 118 mEq/I.; potassium, 3.5 mEq/I.; chloride, 
76 mEq/l. Blood urea was 30 mg., and blood sugar 102 mg. 
per 100 ml. She was diagnosed as a case of Simmonds’s 
disease, but at necropsy the pituitary and adrenal glands 
were normal. The thyroid gland showed advanced atrophy. 


My thanks are due to Dr. D. V. Hubble, Dr. H. T. Howat, 
and Dr. S. Oleesky for permission to publish a description of 
cases under their care, and for their help and encouragement 
in the preparation of this paper. I am indebted to Dr. A. D. 
Smith for clinical observations on Case 3. 
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The St. Raphael Quarterly, the journal of the Guild of 
St. Raphael (the Anglican guild for the promotion of the 
Ministry of Healing), has been issued under a new format, 
with Mr. P. Shuffrey as editor. Obtainable from the Guild 
of St. Raphael, 33, Wilton Place, S.W.1, the subscription 
is 3s. 6d. While the Church has come again to regard 
healing as part of her function, “ her understanding of the 
matter has been mostly concerned with the results, a lit.le 
with the how, but hardly at all with the why of it. The 
purpose of this journal . . . is to try to fill that gap.” It 
is hoped that doctors, psychiatrists, priests, and theologians 
will contribute. In the autumn issue, 1955, three doctors 
and three priests write a joint article stressing that, while 
“a distinction must be drawn between the cure of a specific 
malady and the larger concept of healing,” both doctor and 
priest are concerned with the issue of total health. The 
authors believe that the concept of psychogenic origins of 
illnesses has made a rapprochement between Church and 
Medicine easier. 
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MYXOEDEMA COMA IN A PATIENT 
WITH HASHIMOTO’S STRUMA 


BY 
L. KARHAUSEN, M.D. 


AND 


S. ZYLBERSZAC, M.D. 


(From the Department of Medicine, Institut J. Bordet, 
Centre Anticancéreux, University of Brussels ; and the 
Department of Pathology, University of Brussels, Belgium) 


Coma as a complication of thyroid myxoedema is not a 
frequent occurrence and is not often mentioned as a 
terminal event in the natural history of the disease. 
Summers (1953) described four cases of coma leading 
to death in patients with thyroid myxoedema. He sug- 
gested that hypothermia might be the cause of death and 
pointed out that treatment was ineffective once coma 
had developed. 

We wish to report a case of coma, without discernible 
precipitating factor, occurring in a patient with myx- 
oedema who died despite hormonai treatment and in 
whom the diagnosis was confirmed by radioactive tracer 
studies and post-mortem examination, including examin- 
ation of the pituitary body. 


Case Report 

A 63-year-old white woman was admitted to the Institut 
Jules Bordet on March 14, 1954, with the chief complaint 
of constipation and asthenia. The onset of the disease dated 
back about six months before admission, when she experi- 
enced constipation alternating with periods of diarrhoea. 
She had several fainting spells during the week preceding 
admission. A detailed history was difficult to obtain because 
of her profound asthenia and lack of attention and interest. 
However, she did not complain of pain, and a review of the 
various systems was negative except for moderate ankle 
oedema at night and mild dyspnoea on exertion. She had 
always been sensitive to cold. The family history failed 
to reveal any significant fact : the patient was married and 
had two healthy children. Her past history was negative 
except for a strangulated hernia which was operated upon 
in 1940. 

Physical examination showed a well-developed woman in 
a satisfactory state of nutrition. She was lying in bed 
quietly, paying little attention to her surroundings, fully 
conscious, but slow in answering questions, which she did 
in a monotonous and deep voice. The blood pressure was 
160/100; temperature 99° F. (37.2°C.); pulse 68, regular. 
The skin and ha:r were dry and the patient looked anaemic. 
There was a puffiness around the eyes, and the face appeared 
somewhat swollen and was inexpressive. Examination of 
the head, neck, and chest showed nothing else of significance. 
The thyroid gland was not felt and there was no tenderness. 
The extremities were normal. Axillary hair was lacking, but 
pubic hair had a normal distribution. Neurological examin- 
ation was negative. The patient was able to walk, but did 
not volunteer to leave her bed. 

X-ray examination revealed the presence of residual fluid 
in the stomach with no other abnormality, a normal in- 
testinal tract, and a moderate enlargement of the heart. 

The urine was free of sugar and albumin, but contained 
a few white blood cells. The blood showed : haemoglobin, 
13.6 g. per 100 ml.; white cells, 8,200 per c.mm., with a 
normal differential count ; urea nitrogen, 34 mg. per 100 ml. ; 
total cholesterol level, 336 mg. per 100 ml. of serum. The 
cephalin flocculation test was negative after 48 hours and 
thymol turbidity was 0.5 Maclagan unit. The complement- 
fixation test for syphilis was negative. 

A diagnosis of myxoedema was made on admission. The 
basal metabolic rate was minus 8%. Examination by radio- 
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active iodine tracer was carried out on the ninth day : the 
patient was given 200 microcuries cf '*'I by mouth, follow- 
ing which the maximum thyroid concentration, measured 
locally, amounted to 4.5%. Concentration was less after 
three hours than after one hour. The radio-iodine did not 
concentrate more in the region of the thyroid than in the 
surrounding area. Urinary excretion of radio-iodine could 
not be measured accurately because part of the urine was 
inadvertently discarded in the ward. 

During the next few days the patient's condition deterior- 
ated gradually. She became disorientated and incoherent in 
her speech. However, she never was agitated. On the 
13th day after admission her pulse was 92, respirations 24, 
and blood pressure 100/70. There was a marked degree of 
myasthenia, with almost complete inability to move the 
extremities. Tendon reflexes disappeared. The patient's 
condition appeared serious. In an attempt to correct the 
myasthenia, 1 mg. of neostigmine was injected under the 
skin, with no improvement. The temperature rose to 
100.4° F, (38° C.) in the afternoon and 400,000 units of 
penicillin and 0.5 g. of streptomycin were given twice a day 
until death ensued. On the 16th hospital day the patient 
was in coma with complete areflexia. The respiration rate 
was 32 a minute, pulse 112, and blood pressure 83/60. The 
eyelids were half closed and there was a convergent 
strabismus. Measurements of serum electrolytes gave the 
following results : potassium, 4.1 mEq/I.; sodium, 139 
mEq/l. The blood urea was 61 mg. per 100 ml. The 
eosinophil count on this day was 28 per c.mm. These 
results seemed to rule out the possibility of an Addisonian 
crisis. 

At 11 a.m. the patient received 1 mg. of thyroxine intra- 
venously, followed by 100- mg. of cortisone by mouth 
90 minutes later. By that time the patient was in deep 
coma and she died three hours later. 


Post-mortem Findings 
The principal post-mortem findings were as follows : 


Macroscopic Examination.—The lungs showed some hypo- 
static congestion. The heart weighed 310 g. and the peri- 
cardium was normal. There was no pericardial effusion. 





Section of the thyroid ; Masson’s trichrome. 


The myocardium was normal except for a small subendo- 
cardial haemorrhage near the septum. There was marked 
atheroma of the aorta and the two coronary arteries, but no 
coronary occlusion. The thyroid gland weighed 9 g. and had 
an atrophic appearance, especially the left lobe. The middle 
lobe contained a small adenoma, 1 cm. in diameter. There 
was some hypertrophy of the parathyroids. The abdominal 
cavity was normal. The spleen weighed 40 g., the pancreas 
110 g., and the liver 1,250 g. : all these organs were normal. 
The left adrenal gland weighed 3.7 g. and the right 5.1 g. The 
kidneys, pelvic organs, brain, and pituitary were normal. 
Microscopical Examination—Thyroid (see Fig.): The 


medium-sized branches of the thyroid artery showed a pro- | 


nounced hypertrophic endarteritis with calcium deposition 





encircling the vessels. The gland itself was markedly 
fibrosed. The glandular structure was much altered : very 
few vesicles were left ; they were small and contained little 
colloid ; the lining epithelium was necrotic in spots, with 
thinning and pyknosis of the nuclei. At other places the 
thyroid tissue was dissected by an abundant lymphoid in- 
filtration, and, in addition, lymphadenoid nodules with 
germinal centres were present. An aberrant thyroid nodule 
in the neck showed the same structure as the thyroid. The 
parathyroids showed a simple hypertrophy. The lymph 
nodes in the mediastinum contained small foci of fibrous 
tuberculosis. The adrenals had a normal appearance and 
there was no depletion of lipoids. The pituitary body 
showed abnormalities confined to the anterior lobe, which 
contained numerous acidophilic cells, characteristic of severe 
thyroid deficiency : the cytoplasm, stained by the method of 
MacManus, had a sponge-like structure with bright red 
granules, sometimes containing vacuoles. This sponge-like 
structure is explained by the dissolution of lipid material 
by the histological reagents. The basophil cells were normal. 
Central nervous system: The supraoptic nuclei contained 
numerous cells with an eccentric nucleus, and large Nissl 
bodies at the periphery : the cytoplasm showed a very fine 
granular structure. Other organs had a normal structure. 

In summary, the post-mortem examination showed an 
atrophic thyroid with marked lymphoid infiltration : the 
appearance was that of a Hashimoto’s struma. 


Discussion 


The diagnosis of myxoedema in this case was based on the 
characteristic clinical symptoms and signs of the disease : 
the most striking were the constipation and the mental 
apathy. Constipation was so severe that prior to her admis- 
sion it led to a diagnosis of intestinal obstruction. The 
patient was very apathetic during her stay in hospital, 
although she responded to questions and stimuji, and was 
in no distress. The basal metabolic rate was within normal 
limits, but the results of the iodine tracer studies, although 
incomplete, definitely confirmed the diagnosis. Especially 
significant in this respect was the lack of concentration of 
'*'| in the region of the thyroid. Post-mortem examination 
confirmed the diagnosis of thyroid myxoedema by demon- 
strating an atrophic thyroid gland with the lymphoid infiltra- 
tion characteristic of Hashimoto’s struma. The myxoedema 
was not of pituitary origin; the changes in the anterior 
hypophysis were secondary to and confirmatory of the 
primary thyroid disease. 

The clinical course and the post-mortem findings strongly 
suggest that the patient succumbed to myxoedema coma. 
No other cause for death could be discovered. The adrenals 
could not be implicated, since no evidence of adrenal failure 
was observed before or after death. The myxoedema coma 
appeared to be caused by failure of the thyroid gland. 

This case differs from those previously reported (Le Mar- 
quand et al., 1953; Summers, 1953) in that there was no 
hypothermia preceding death. If our case is really one of 
myxoedema coma—a diagnosis supported by the data 
reported here—then hypothermia does not provide a general 
explanation for the death of myxoedematous patients. Our 
data allow very little speculation regarding the mechanism 
responsible for the fatal outcome. Some thought should 
be given to a possible neural factor, as suggested by the 
abnormal histological structure of the supraoptic nuclei in 
our case. Of interest in this respect is the fact that our 
patient, in contrast with those previously reported, had a 
pyrexia at the time of death. A more precise discussion 
of the mechanism involved is not possible on the basis of 
the available facts. 

So far as treatment is concerned, previous reports have 
pointed out the apparent irreversibility of myxoedema coma 
with the available therapeutic measures. The treatment of 
our patient was not energetic enough to justify any conclu- 
sion on this point. It would seem that large amounts of 
thyroid preparations should be given to these patients. In 
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view of the recent report suggesting a more immediate 
action of L-triiodothyronine as compared with L-thyroxine 
in myxoedema (Rawson ef al., 1953) it might be advisable 
to administer this new compound to patients of the type 
described here. Certainly an expectant attitude is not justi- 
fied when coma develops in a patient with myxoedema. 


Summary 


The case is reported of a patient with myxoedema, 
as proved by clinical and laboratory studies as well as 
by post-mortem examination, who died in coma. No 
other cause of death than myxoedema could be found. 
Myxoedema coma is a rare occurrence which appears 
to be irreversible with the available therapeutic means. 
The disease responsible for the myxoedema in the 
present case was Hashimoto's struma. 


We are indebted to Dr. Dor for performing the radio-iodine 
concentration test. 
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TAY-SACHS DISEASE IN TWO 
SINHALESE CHILDREN 


BY 
Cc. C. de SILVA, M.D., M.R.C.P. 
AND 


G. E. TENNEKOON, Ph.D., L.M.S.(Ceylon) 


(From the Departments of Paediatrics and Pathology, 
University of Ceylon) 


Until recently the infantile type of this disorder had 
been described almost exclusively in children of Hebrew 
stock, but at the Ophthalmological Congress in London 
in 1950 Franceschetti and Klein (1951) recorded a num- 
ber of cases in “ Swiss peasant families which certainly 
have no Jewish blood.” They mentioned the follow- 
ing authors: Schmuziger, Scheidegger, Bing, Fanconi, 
Hanhart, and Bamatter and Sierro. Roos (1935) men- 
tioned two cases in the literature and added one of his 
own in a Norwegian child. Van Creveld (1953) has 
reported three personally observed cases in non-Jewish 
children. One of us (de Silva, 1951) reported a case in 
a Sinhalese boy aged 3 years. His illness began with 
convulsions one week after birth, and the disease was of 
slow progress. The macula showed dark plum-coloured 
areas—larger than the usual spot and surrounded by a 
greyish-white circle. There were no blood vessels in this 
area. There is no reason any longer to state that Tay- 
Sachs disease arises almost exclusively in Jewish infants. 


Case 1 


A Sinhalese boy aged 24 years was admitted to the 
Children’s Hospital, Colombo, on September 27, 1952, with 
a history of fits from the age-of 2 months and inability to 
hold up his head. Since he was a year old his limbs had 
been observed to be spastic. When he was 2 months of 
age his mother noticed that he was easily startled by noises, 
more so than a normal child would have been. She stated 
that there was a transient tremor of the limbs and a rolling 
of the eyes. These were interpreted as “fits” by her. Each 
“fit” lasted only a moment or two, but there were two or 
three such spasms a day. These occurred daily till admis- 
sion to hospital—that is, for two and a half years. 
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Family History.—The patient was the youngest of eight 
children. The first and second children had died after pro- 
longed ilinesses with cough, fever, and emaciation, the first at 
1 year of age and the second at 14 years. These deaths had 
occurred over 17 years ago, and no further details could be 
elicited from the parents, who were illiterate peasants. There 
was no consanguinity. 

Milestones.—The child first raised his head about the sixth 
month, rolled over in the seventh, sat up in the eighth, and 
stood up with help just before his first birthday. Soon after 
this his mother noticed that he had difficulty in holding up 
his head. Later he lost his ability to raise it at all. At this 


time he also became irritable and cried often. Two to four - 


weeks after the onset of the weakness of the neck muscles 
one leg became spastic and paralysed, and was kept in a 
position of flexion ; within a week the other leg was similarly 
affected. At this stage the patient was unable to sit up by 
himself. On being passively sat up, he adopted the tripod- 
stand posture with the arms behind his back to take the 
weight. Very soon after this the arms too became paralysed, 
spastic, and flexed. At this time (at 13-14 months of age) 
he made inarticulate noises and showed no interest in his 
surroundings and could not even recognize his mother. 
After the age of 18 months these noises also ceased. The 
number of daily seizures increased from two to three to 
more than ten to fifteen. The patient continued to be in 
this state of flexion and spasticity, with excessive salivation, 
till his death at the age of 2 years and 10 months—that 
is, four months after admission to hospital. The duration 
of the disease was therefore two years and eight months. 

On examination the child was severely underweight—13 Ib. 
4 oz. (6 kg.)—and thin. The liver and spleen were not pal- 
pable. He was very quiet, apathetic, and completely un- 
interested in his surroundings. On hearing any noise or on 
being touched, he would get a sudden extension of all four 
limbs—like an exaggerated Moro’s reflex—a drawing out of 
the angles of his mouth, a rolling up of his eyes, and an 
extension of the spine as in a case of opisthotonos, and frothy 
fluid would exude from his mouth. There was, however, no 
loss of consciousness. The tendon reflexes were all exag- 
gerated, more so on the left than on the right. The plantars 
were extensor on both sides. The fundal examination was 
done by Dr. K. J. de S. Devaditya. to whom I am indebted 
for the following report: “Optic disks—marked pallor, 
edges clear-cut ; appearances Suggest primary optic atrophy. 
Blood vessels show attenuation of retinal arterioles. Macular 
region—there is marked oedema over both maculae (that is, 
pale white areas) with a purplish coloured spot over the 
fovea centralis. This appearance is suggestive of cerebro- 
macular degeneration. There is no evidence of any choroidal 
tubercles or active choroiditis.” Radiographs of the skull 
showed no calcified areas. 

Laboratory Findings.—Blood calcium and serum sodium, 
potassium, and phosphorus were within normal limits. The 
Wassermann, Kahn, and cardiolipin reactions on the cerebro- 
spinal fluid on September 29 were negative. Total protein in 
the C.S.F. was 25 mg. per 100 ml. The Lange colloidal gold 
curve was 3222111100. The C.S.F. on culture produced no 
organisms. 

The child lived in this vegetable-like state with intermittent 
rises of temperature to 99-100° F. (37.2-37.8° C.) until 
January 23, 1953, when he died. Necropsy showed a small 
brain with flattened gyri. There was no other abnormality 
to the naked eye. Microscopical report: All parts of the 
brain showed swollen ganglion cells with a foamy cytoplasm 
and a small nucleus. These cells were, however, less 
numerous than those seen in Case 2. There were no hyaline 
or calcified masses. 

Case 2 

A Sinhalese boy aged 2 years and 1 month was admitted 
to the Children’s Hospital, Colombo, on September 23, 1953. 
About a month before admission the parents noticed a few 
abnormal movements—extension of the limbs with jerking. 
These recurred about 25 times a day, each attack being 
accompanied by frothing from the mouth, which lasted for 
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two to five minutes. The movements were athetoid in 
character. Within a week the child developed a wheezing 
noise in his chest which was worse at night and lasted for 
about half an hour each time. He had refused all food for 
the 24 hours before admission. Heé was the youngest of five 
children. The parents were first cousins. 

The child had begun to roll over and sit up at the sixth 
month, but after 1 year of age he could do neither. The 
previous history did not reveal anything of importance. He 
had been breast-fed for one year, but since then had been 
grossly underfed, having only six teaspoonfuls of skim milk 
and barley-water daily. 

On examination he was severely underweight—only 11 Ib. 
12 oz. (5.3 kg.). His height was 27 in. (68.5 cm.). The 
anterior fontanelle was not closed; it measured 3 by 2 in. 
(7.5 by 5 cm.). His face was smooth, the naso-labial folds 
being absent. 

A temperature of 101.4° F. (38.6° C.) developed 48 hours 
after admission and, except for four days in the first week, he 
continued to have a high remittent temperature throughout 
his stay in hospital. 

The respiratory system showed stertorous breathing with 
expansion of the alae nasi, prolonged expiration, and coarse 
thonchi All over both lungs. The liver was palpable to one 
fingerbreadth, but the spleen was not. His limbs were 
markedly spastic, and his head and eyes deviated to one 
side. His elbows were flexed and fists clenched, and the 
arms lay across his chest. The lower limbs were extended. 
There was also neck rigidity. Kernig’s and Brudzinski’s 
signs were absent. All the tendon reflexes were exaggerated. 
The plantar responses were flexor and the abdominal reflexes 
were present in all four quadrants. The pupils were cen- 
tral and equal, and reacted normally to light. There was a 
small white spot on one cornea. 

Ophthalmoscopic Report.—Both optic disks showed lateral 
pallor and the edges were clear-cut. Each macula was seen 
as a dark purple spot about the size of a millet seed sur- 
rounded by a circle of pale whitish tissue. No blood vessels 
were visible in this region. The appearances were those of 
cerebromacular degeneration of the Tay-Sachs type except 
that the colour of the fovea centralis was purplish black and 
not red. There was no evidence of choroidal tubercles or 
active choroiditis. Mr. L. H. Savin, of King’s College Hos- 
pital, London, who also saw the case, confirmed the above 
ophthalmoscopic appearances and the diagnosis of cerebro- 
macular degeneration. 

The patient continued to have a high temperature; he 
had loose stools with helminthiasis for several days and was 
also dehydrated for a few days. He became unconscious 
within a week of admission and showed athetoid movements 
of his upper limbs and twitching of his facial muscles. 
There was also frothing from the mouth. Two weeks after 
admission he developed bronchopneumonhia. He died on 
October 29, just over one month after admission. 

Necropsy Findings—The body was that of a poorly 
nourished child with very little subcutaneous fat. The 
trachea and lungs were full of frothy fluid. The latter also 
showed marked congestion. The liver was pale but not en- 
larged. The spleen was normal in size and appearance. The 
intestines showed subacute inflammation of the caecum and 
ascending colon and the lower part of the ileum. In the 
mucosa of the large intestine there were prominent lymphoid 
follicles. Brain: the sulci and gyri were well marked. The 
brain felt firmer than normal and there was a waxy feeling 
on cutting through it. There were minute scattered punc- 
tate haemorrhages, especially in the basal ganglia. The 
microscopical changes were widespread, affecting the 
cortical parts of the cerebrum, the basal ganglia, medulla, 
and cerebellum. In all these areas there were numerous 
large rounded or oval foamy-looking cells, with compara- 
tively small and vesicular nuclei. Especially noticeable in 
the cerebellum were similar large pear-shaped cells with 
swollen: processes. Around the nuclei of these cells was a 
bluish-pink-staining dense halo in the haematoxylin and 





eosin stained sections. This .was stainable with toluidine 
blue, which normally stains Niss] bodies. The rest of (he 
cytoplasm of these cells was foamy. All the foamy cells 
contained fine globules of lipoid taking an orange stain with 
Sudan III. Lipoids also occurred as large well-staining 
globules in the adventitial spaces of the blood vessels. A 
Weigert-Pal stain for myelin showed distortion, swelling, 
and breaks in the continuity of the myelin sheaths. Another 
feature was the presence of large hyaline masses undergoing 
calcification in some parts of the brain substance and in the 
pia arachnoid. The nature of these is unknown. So far as 
we are aware, there have been no previous reports of such 
masses, Marked changes were not noticed in the eye. The 
general affection of the central nervous system distinguishes 
this condition from Schilder’s disease, which spares the pons, 
cerebellum, and medulla (Hassin, 1951). The absence of 
pathological changes in other viscera, especially the liver and 
spleen, excludes the possibility of Niemann-—Pick’s disease 
(Hassin, 1951). 


Comment.—The foamy cells are probably a mixture of 
ganglion cells and phagocytes. The ganglion cells, especially 
of the cerebellum, while appearing swollen and foamy, have 
also a pink halo around the nucleus. Calcification of degen- 
erating nerve cells is a frequent phenomenon. The calcified 
bodies may have a similar origin. 


Discussion 


Two older siblings of the first patient had died in early 
childhood (second year) of a prolonged illness with fever 
and emaciation. As these children had died more than 
seventeen years previously the parents could not give any 
further significant details about their histories. It is possible 
that they suffered from Tay-Sachs disease. x 


The parents of Case 2, who were first cousins, had four 
older children who were quite normal. - It is difficult, if not 
impossible, in this class of patient in Ceylon to obtain any 
histories of illnesses in relatives beyond their. immediate 
families. Though these details were asked for, the ques- 
tions drew blanks. 


Our cases had their first symptoms at widely different 
ages. The previous case reported had the first symptoms of 
illness—that is, convulsions—on the seventh day after birth. 
The mother of Epstein’s (1917) patient noticed that it could 
not tolerate the slightest noise at the age of 1 to 2 weeks, 
and very early in life had frequent twitching of the eyelids. 
In our Case 1 the illness began at 2 months of age, and in 
Case 2 at 2 years. Hassin and Parmelee (1928) reported a 
patient whose illness began after his second birthday. The 
signs, symptoms, and course were exactly similar in our 
cases. We have no doubt that they fall into the infantile 
(Tay-Sachs) type of cerebromacular degeneration. The 
appearance of the fovea centralis was not that of the classical 
cherry-red spot but was more like a purplish-black patch 
surrounded by a circle of yellowish-white avascular tissue, 
The difference in the colour was interpreted as being due to 
the increased pigment of the choroid, which is normally 
present in dark races. Why the dark area was larger than 
the usual spot described in Jewish children is difficult to 
explain. 

The fits were rather of the myoclonic type and occurred 
several times a day. The survival period since the discovery 
of the first symptom was over two-and-a-half years in Case 
1 and only two months in Case 2. Case 2 was complicated 
by a febrile respiratory infection (bronchopneumonia), and 
diarrhoea which was probably due to intestinal parasites 
(hookworm, roundworm, and whipworm). Though the usual 
duration of the disease is said to be eighteen months, it may, 
as in these cases, vary a great deal. It is quite likely that 
in Case 2 the early signs and symptoms were missed, as the 
parents were very ignorant peasants. But cases have been 
recorded in which the disease has lasted for four years 
(Koller, 1896) and for over three years (Miilberger, 1903 ; 
Ostertag, 1925), but in these cases, though the rest of the 
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clinical picture conformed to the diagnosis of Tay-Sachs 
disease, the cherry-red spot at the macula was missing. 


Summary 

Two cases of cerebromacular degeneration of Tay-— 
Sachs type are described in Sinhalese children. They 
showed mental rétardation, myoclonic fits, blindness 
with a dark purple patch at the fovea centralis sur- 
rounded by a white halo of avascular degenerated tissue, 
and primary optic atrophy. In one case, which started 
at 2 months of age, the duration of the illness was two 
years and eight months ; in the other 
at 2 years, the duration was only two months. The usual 
microscopical changes described by others were found. 
The only unusual feature was the presence of large 
hyaline masses undergoing calcification in some parts 
of the brain substance and in the pia arachnoid. The 
nature of these is unknown. 


We wish to thank Dr. K. J. de S. Devaditya for his report on 
the optic fundi, and Professor G. H. Cooray, Dr. S. Ponnadurai 
and Dr. Rajeswari Sathasivam for their help in the preparation 


of this paper. 
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SERUM AMYLASE AND ACUTE 
ABDOMINAL DISEASE 
BY 
W. BURNETT, M.B., F.R.C.S. 
AND 


T. D. NESS, M.B., Ch.B. 
(From the Department of Surgery, University of Aberdeen) 


The clinical features of the early stages of acute pan- 
creatitis are often confusing. There may be close 
- resemblance to those found in perforated peptic ulcer, 
intestinal obstruction, or other abdominal crises. We 
made the correct diagnosis only at laparotomy in 14 


out of a consecutive series of 24 cases of acute pancreat- \ 


itis. A diagnosis of perforated duodenal ulcer was 
incorrectly made on six occasions. Among the vari- 
ous tests recommended in the diagnosis of pancreatitis, 
the estimation of serum amylase has become recognized 
as a standard laboratory procedure, an increase in the 
level being normally found in this disease. Occasion- 
ally, however, high values are reported in other acute 
abdominal conditions, particularly perforated peptic 
ulcer, and some doubt has been cast on the diagnostic 
importance of the test. MacKenzie (1954), while recog- 
nizing it as a reliable indicator of pancreatitis, also found 
values above normal in a case of small-intestine obstruc- 
tion and in two cases of perforated duodenal ulcer, in 
one of which the pancreas had been eroded. The pre- 
sent study was undertaken to assess the merit of the 
estimation of serum amylase as a diagnostic aid in acute 
pancreatitis, and to determine whether it could be 
adopted as a side-room test to be used by ward staff 
when required in the diagnosis of the acute abdomen. 
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A further interest lay in the incidence of acute pan. 
creatitis in relation to other acute abdominal conditions, 
as we had formed the impression that this rare disease 
was not uncommon in this region. 


Methods 

Serum amylase was determined in a consecutive series of 
350 patients admitted to hospital as abdominal emergency 
cases. Blood was obtained for analysis before any opera- 
tion and also before the use of any drug, particularly 
morphine, which may cause spasm of the sphincter of Oddi, 
’ Pfeffer et al. (1953) have pointed out that morphine, in the 
presence of an actively secreting pancreas, can cause signifi- 
cant elevation in the level of serum amylase. The method 
of estimation was that described by Somogyi (1938); this 
measures the rate of destruction of a standard solution of 
starch by serum amylase, being recorded by the disappear- 
ance of the starch-iodine blue colour as hydrolysis pro- 
gresses. The starch used was soluble starch (Analar grade, 
B.D.H.). 

The end-point was taken at the change from a violet colour 
to. the red of erythrodextrin, but in order to avoid error the 
reaction was followed by repeated sampling to the final pale 
yellow iodine colour. Samples were withdrawn normally 
at two-minute intervals, but in the region of the end-point 
were taken every minute or half-minute. When an initial 
high value was obtained the test was repeated after suitable 
dilution of the serum to keep the enzyme-substrate ratio 
constant. 

The quantity of iodine used as an indicator is critical. 
If too little is used it is consumed by various elements in 
the serum ; if too much is used it contributes to the colour 
of the solution and confuses the end-point. As very little 
apparatus was required, the test was found to be quite adapt- 
able for ward side-room work. With a little practice the 
end-point was reliably recognized in standard conditions of 
artificial light, and results were duplicated by persons rela- 
tively inexperienced in laboratory methods. It was found 
possible to carry out the test as required in the limited time 
available in a busy ward. A control series of 50 estimations 
in normals gave a range of 62 to 177 Somogyi units with an 
arithmetic mean of 115. Standard deviation was +33. 
These values are similar to those described by Somogyi 
(1941). Wootton and King (1953), in an investigation into 
normal ranges, gave the range for serum amylase as 91 to 
163, with extreme low and high values of 71 and 209. 


Results 
The distribution of the 350 cases in the series is given in 











Table I. The miscellaneous group included genito-urinary 
and gynaecological cases in addition to a substantial num- ' 
Tasie [ 
Serum Amylase 
Diagnosis | = — 
| . > 400 Units | > 1,000 Units 

Acute pancreatic disease. . 14 14 Z 13 
Acute cholecystitis 7 23 2 ' 0 
Perforated peptic ulcer .. 31 x 2 
Intestinal obstruction ‘ | 35 3 2 
Acute appendicitis | 149 2 ! 0 
Miscellaneous ol 98 3 | 0 

Total | 350 32 17 





ber of patients who were admitted with abdominal pain 
which subsided spontaneously, and in whom no definitive 
diagnosis could be made. 

In 32 cases (9.1%) the level of serum amylase was over 
400 units on admission, or more than twice the upper \imit 
of normal (Table I). Of this group, 17 had values over 
1,000 units, including 13 who were diagnosed as having 
acute pancreatic disease, 2 with intestinal obstruction, and 
2 with perforated peptic ulcer. 

The results in the main groups in the series are sum- 
marized in Table II. The most important finding was that 
in addition to the group of 32 high values mentioned above 
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Taare I1.—Distribution of Serum Amylase Levels in Main Groups 
of Acute Abdominal Disease. Other than Pancreatic Disease 
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Serum Amylase (Units) 
Diagnosis eres ee — 
< 200} 200-300 300-400 | 400-500 > 500 

Atute cholecystitis. . 11 4 6 -- 2 
Perforated peptic ul- 

cer ; ad 17 3 3 2 6 

Intestinal obstruction 16 5 il 1 2 

Acute appendicitis 92 34 21 _- 2 

Miscellaneous we 60 21 14 -- 3 

Total .. | 196 67 55 3 15 
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Tasie I11.—Jnitial Levels of Serum Amylase in Acute Pancreatitis 








Case Age Sex Amylase (Units) 
1 60 F 1,200 
2 51 F 3,200 
3 47 F 1,600 
4 59 F 2,560 
5 28 M 6,000 
6 48 M 1,600 
7 67 M 4,000 
R 46 M 3,200 
9 70 F 2,132 

10 52 F 1,600 
il 57 F 3,200 
12 74 FP 2,285 














there was a large group of 122 (32%) who had serum amylase 
levels below 400 units but distinctly above normal. The 
significance of this is discussed below, where the results are 
considered in more detail. 

Acute Pancreatic Disease.—There were 14 cases of acute 
pancreatic disease in the series. Of these, one patient whose 
amylase was 640 units was not seriously ill and was con- 
sidered to be suffering 
from subacute pancrea- 
titis ; another had sus- 
tained a subcutaneous 
traumatic rupture of 
the pancreas. Here the 
initial level was 4,180 
units, This case is 
discussed in detail else- 
where (Burnett, 1955). 
The remaining twelve 
" patients (3.4% of the 
oo total series) were diag- 
—_ “—~y nosed as acute pancrea- 
ty) ' 2 | a + 5. titis. All were admitted 


to hospital suffering 
hee i eee of = in —4 from severe abdominal 
level of serum amylase in tWOC8S° pain and were seriously 
treated by conservative means, and ill. Ten patients ultim- 
the other (- —— -) by operation. ately recovered, and two 

Acute pancreatitis was later con- died during the first 

firmed as being present in the case : 

treated conservatively. few days of illness. 
The diagnosis was con- 
firmed in seven cases by laparotomy in the acute phase or 
later, and in one case at necropsy. The admission levels of 
serum amylase in the 12 cases of acute pancreatitis are given 
in Table IIT. Some values are higher than are often thought 
to occur. This may well be due to admission to hospital 
within 24 hours of the onset of the disease and early estima- 
tion. It was found that the level tended to fall abruptly 
after 24 or 36 hours and then more gradually until normal 
values were reached in four to five days. This applied 
whether the patient was treated conservatively or by opera- 
tion (Fig. 1). 

Perforated Peptic Ulcer—Of the 31 cases studied, 14 had 
values above normal, but only 8 were over 400 units. None 
of the 12 cases in which the perforation was of less than 
five hours’ duration had an amylase above normal ; in the 
group of eight with high values, seven had massive and one 
had considerable free fluid in the peritoneal cavity. Accu- 
rate estimations of peritoneal contents for amylase were 
often not possible, but values up to 8,000 units were 
obtained. It seems likely that in perforated peptic ulcer 
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the increased levels sometimes reported are due to absorp- 
tion of spilled duodenal contents from the peritoneum, and 
the serum amylase lével attained depends accordingly on 
the duration of the perforation and the peritoneal contami- 
nation. The highest values found in perforated duodenal 
ulcer were two of 800 units and one of 1,600 units. A 
very high value of 3,400 units was found in a case of per- 
forated gastric ulcer of seven hours’ duration in which 
800 ml. of free fluid was found in the lesser sac. 


Intestinal Obstruction.—Of the 35 cases in this series, 19 
had amylase levels above normal. In all but two cases, 
summarized below, these were below 400 units. 


A man aged 77 was admitted in a collapsed state, having had 
severe abdominal pain for 20 hours. Serum amylase was 2,000 
units. He was suffering from an obvious severe peritonitis, and at 
operation most of the small intestine was found to be gangrenous 
as a result of thrombosis of the superior mesenteric artery. 

A man aged 58 had symptoms of acute intestinal obstruction for 
three days before admission because of a strangulated inguinal 
hernia. Serum amylase was 1,600 units. At operation the hernial 
sac was found to contain a strangulated but viable loop of small 
intestine and a necrotic loop of sigmoid colon. 


It seemed likely that the very high amylase levels found 
in these two cases was due to absorption of intestinal 
amylase through capillaries or lymphatics in a damaged 
bowel wall or from the peritoneum after seeping through 
the bowel wall. In addition, there may have been an 
element of pancreatic necrosis in the first case from involve- 
ment of the inferior pancreatico-duodenal vessels. 


Acute Cholecystitis—In 12 of the 23 cases the serum 
amylase was moderately elevated, but the highest values 
found were two at 533 units. None approached the level 
of the lowest value found in acute pancreatitis. On these 
findings the test would seem to be of considerable value 
in differentiating the two conditions, which are apt to be 
confused clinically. 

Acute Appendicitis.—This group formed the largest in the 
series, comprising 149 cases. Moderate elevations were 
found in 57 (Table II), the highest value, 800 units, being 
found in a paticnt whose symptoms had lasted three days, 
and who was found to have an obstructed gangrenous 
appendix. Many other cases of acute appendicitis of 
apparent equal severity had normal levels. No rise was 
noted in six cases of appendicular abscess. 

Miscellaneous.—Minor elevations occurred in a number 
of varied conditions—for instance, in 10 out of 15 cases 
of urinary infection, none of which had any symptoms or 
signs of renal failure. Values of 800 units were obtained 
in a case of Meckel’s diverticulitis and in a case of abdo- 
minal carcinomatosis arising from a carcinoma of the 
caecum. No increase was found in a small series of six 
cases of diverticulitis. 


Discussion 


This investigatior has confirmed that the level of serum 
amylase is consistently high in acute pancreatitis. Very high 
values were found in the first 24 hours of the disease. Un- 
fortunately, bigh values are not pathognomonic of pan- 
creatitis, as similar levels were found in perforated peptic 
ulcer and intestinal obstruction on four occasions. It is 
our impression, however, that the test, which can be quickly 
performed in the side-room, is well worth doing in an acute 
abdominal case where the diagnosis is in doubt. In par- 
ticular, it should help in differentiating acute cholecystitis 
from pancreatitis. 

The incidence of acute pancreatitis—3.4% in this series 
of 350 cases, or in one case seen for every three of perforated 
peptic ulcer—suggests that the diagnosis should be seriously 
considered in the differential diagnosis of acute abdominal 
pain. 

It seems reasonable to postulate peritoneal absorption as 
the cause of the increased serum amylase in perforated ulcer, 
and absorption of pancreatic amylase in the intestine may 
occur through the damaged bowel wall or the peritoneum 
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in intestinal obstruction. This is supported by the report 
of hyperlipasaemia in intestinal obstruction (Johnson and 
Bockus, 1940). However, no clear explanation can be given 
for the minor elevations found in appendicitis, cholecyst- 
; itis, urinary infec- 
tions without 
uraemia, etc. Baker 
et al. (1950) de- 
monstrated a num- 
ber of amylase- 


producing organ- 
isms in the human 
intestine. co 


possible that, with 
the altered bac- 
terial flora occur- 
ring in appendicitis 
and other abdom- 
inal infections, 
enough bacterial 
amylase may be 
absorbed through 
areas of increased 
vascularity in the 
affected region to 
produce a_ small 
increase in serum 
amylase. This possibility is now being investigated. As a 
preliminary, it has been shown that many amylase-producing 
colonies are to be found in a culture from an acutely 
inflamed appendix grown on nutrient agar containing starch 
(Fig. 2). 





Fic. 2.—Thirty-six-hour culture of con- 
tents of the lumen of an acutely inflamed 
appendix, grown on nutrient agar with 
0.5% starch; photographed after applica- 
tion of solution of iodine to show zones 
of amylolytic activity round colonies. 


Summary 

Serum amylase was estimated in a consecutive series 
of 350 patients admitted to hospital with acute abdo- 
minal pain. The test was found suitable for use in a 
ward side-room. There were 12 cases of acute pancreat- 
itis—an incidence of 3.4%. Serum amylase levels in 
these 12 cases varied from 1,200 to 6,000 Somogyi units. 
The test is very useful in differential diagnosis, but is 
not pathognomonic of pancreatitis, as high values were 
found in perforated peptic ulcer and intestinal obstruc- 


tion. 


We would like to express our thanks to Professor W. C. Wilson 
for his interest and advice, to Dr. R. Menzies for the appendix 
culture, to Mr. R. Drummond for the photograph, and, finally, 
to the house-surgeons of ward 8, Aberdeen Royal Infirmary, for 
their co-operation during this study. 
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Discussing some of the causes of failure in medico-social 
experiments, Dr. J. L. Burn, medical officer of health of 
Salford, has this to say about housing: “ Another failure 
has been in the rehousing of families for what may be 
termed mental health reasons. Parents have come to me 
in emotional states begging for rehousing, blaming their 
obviously poor housing accommodation for psychological 
disturbances. How carefully one must assess these cases in 
order to be just, for I can recall two families in particular 
in which rehousing made not a whit of difference. There 
was an underlying mental and emotional instability and 
infidelity which were not cured but rather worsened on re- 
housing. Patients in the families really needed psychological 
and mental treatment as well as the provision of a new roof 
over their heads” (Public Health, 1955, 68, 150). 
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A Case of Myxoedema with Serous Effusions 


From a study of the literature it appears that multiple serous 
effusions are a rare complication of myxoedema. The foj- 
lowing case may therefore be found of interest. 


Case REPORT 


A housewife aged 52 was admitted to hospital in Febry- 
ary, 1953, because of gross ascites, Five years previously 
she. had had a partial thyroidectomy for thyrotoxicosis, 
Since that time she had been slowly gaining weight, and 
during the last two to three years had noticed that her hair 
was falling out excessively, that her voice was becoming 
hoarse, and that she could not tolerate the cold. 

On examination her voice was hoarse and she was moder- 
ately dyspnoeic; she also had the classical appearance of 
myxoedema. The smooth, pale, waxy appearance of the 
skin of her face was relieved by a malar flush ; her eyelids 
were puffy; the little hair that remained on her head was 
dry and coarse, and the eyebrows were almost absent; the 
hands and forearms were puffy. Her pulse rate was 66a 


' minute. Her heart was enlarged to the left, but the apex 


beat could not be located accurately ; the heart sounds were 
faint and there was a soft apical systolic murmur. Her 
blood pressure was 160/110. There were signs of a left 
basal effusion. Her abdomen was grossly distended from 
ascites, and marked pitting oedema was present over the 
sacrum and legs. The central nervous system was normal. 

Investigation Haemoglobin, 82% ; R.B.C., 3,930,000 per 
c.mm.; leucocytes, 5,200 (polymorphs 63%, lymphocytes 
37%); plasma cholesterol, 450 mg. per 100 ml. E.C.G.: flat 
T waves in all leads. An x-ray report on the chest was as 
follows: “There is considerable increase in the cardiac 
diameters. The cardiac outliné, as far as it can be seen, 
suggests a pericardial effusion. There is considerable basal 
congestion, while there is a modefate effusion on the left.” 

The patient’s abdomen was tapped and 20 pints (11.4 litres) 
of amber-coloured fluid removed. Unfortunately, no fluid 
was sent to the laboratory for protein estimation. (Mussio- 
Fournier et ai. (1949) have reported a case in which the 
protein content of the ascitic fluid was abnormally high.) 
Her breathing became easier, and the following morning she 
had a moderate diuresis. During the next eight days, how- 
ever, the urinary output became progressively less and the 
patiént gained 5 Ib. (2.3 kg.) in weight. She was then 
given dried thyroid, + gr, (30 mg.) twice daily. The dose 
was increased by + gr. (30 mg.) weekly. Within a week her 
urinary output began to increase and her general condition 
tg improve. She was discharged six weeks later on a main- 
tenance dose of 4 gr. (0.26 g.) of thyroid. Her condition 
was much improved and her appearance was normal apart 
from baldness. No ascites or oedema was detectable. An 
x-ray film of the chest showed the lung fields to be clear. 
The heart shadow, though still enlarged, was much smaller 
than initially, and there were no signs of a pericardial 
effusion. The E.C.G. was within normal limits. 

When last seen in January, 1955, she was leading an 
active life and was free from symptoms. The hair of her 
head had grown. Her pulse rate was 70 a minute. Her 
heart was still somewhat enlarged, probably owing to hyper- 
tension, her blood pressure being 210/110. 


COMMENT 


Gross abnormalities in the heart in myxoedema were first 
described by W. M. Ord in 1880, but not until Zondek’s 
report in 1918 was the association of myxoedema with cer- 
tain cardiac phenomena generally recognized. Gordon 
(1929) described the first proved case of myxoedema com- 
plicated by a pericardial effusion. Since that time 17 
additional reports bring the total number of recorded cases 
to 24. 
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The prevailing opinion appears to be that pericardial 
effusion is only rarely a contributory factor in causing en- 
largement of the “ myxoedema heart.” Kern ef al. (1949). 
describe four consecutive cases of their own in which an 
effusion was proved by a pericardial tap and air replace- 
ment, and they maintain that pericardial effusion is the 
commonest cause of cardiac enlargement in myxoedema. 

Cases of myxoedema with dropsy have been recorded by 
Mussio-Fournier (1925). Mussio-Fournier et al. (1946) have 
reported one case which also had a pericardial effusion, but 
they hold that an effusion is a minor factor in the enlarged 
“myxoedema heart.” Bullrich (quoted by Mussio-Fournier 
et al., 1946) is of the same opinion. 

The heart diminishes rapidly with adequate doses of 
thyroid extract unless another form of heart disease is also 
present. It is evident that there is usually no true hyper- 
trophy, the enlargement being due to a pericardial effusion 
or perhaps myxoedema of the heart muscle. Coronary 
atheroma may be present, due to the high blood cholesterol. 
Digitalis is not indicated. Congestive failure is relatively 
rare in “ myxoedema heart.” 

In my case the heart decreased in size considerably, but 
it did not return to normal, probably owing to the associated 
hypertension. There was no evidence that the patient’s 
anasarca was due to hypertensive cardiac failure, in that 
her symptoms and the oedema were completely relieved by 
thyroid therapy only, and she was well and without signs 
of heart failure up to the time of writing. The effusions 
were due to heart failure caused by the myxoedema. 


I would like to thank Dr. J. Stranger for kindly allowing me to 
quote his report of the radiographs. 


M. S. Patuy, M.R.C.S.,, L.R.C.P., 


Resident Medical Officer, Liwynypia Hospital. 
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Death in Myxoedema Coma 


We have previously reported two cases of death due to 
myxoedema (Le Marquand, Hausmann, and Hemsted, 1953), 
and four other cases have been reported by Summers (1953). 
We have since seen an additional case, which confirmed us 
in our opinion that this is by no means a rare event. 


CASE REPORT 


A woman aged 70 was admitted to hospital on February 4, 
1954. She had had eleven pregnancies, of which there are 
three surviving children. Some of the confinements were 
difficult, especially one when the patient had triplets and was 
desperately ill for five days afterwards. On the other hand, 
the last pregnancy was uncomplicated. Twelve years ago 
effort angina was diagnosed, and for ten years the patient 
had not left her house. Since the death of her husband four 
years ago she had lived an extremely restricted life, spending 
most of her time in bed and doing practically nothing for 
herself. During the last eighteen months her skin had 
become very coarse and her eyes puffy. In the last month 
her condition had deteriorated and she had become incon- 
tinent. Three days before admission an upper respiratory 
infection had developed, and on the day of admission she 
had become confused and noisy. 

On admission her pulse rate was 34 (determined by E.C.G.) 
and the rectal temperature 74° F. (23.3°C.). She was 
enormously fat. She was drowsy but could be roused ; 
when left alone she fell asleep. Her face appeared swollen. 
Her voice was coarse and grating. Her scalp hair was scanty 


‘and dry ; pubic and axillary hair and eyebrows were missing. 


Her skin was dry and cold. The heart beat was not palp- 
able, the heart sounds being inaudible, and blood-pressure 





readings could not be obtained. There was pitting oedema 
of the legs and arms, and free fluid was present in the abdo- 
minal cavity. 

Investigations.—Haemoglobin, 14.25 g./100 ml.; white 
cell count, 3,500/c.mm.; blood urea, 20 mg./100 ml.; blood 
sugar, 85 mg./100 ml. ; plasma cholesterol, 560 mg./ 100 ml. : 
plasma chloride, 91 mEq/l. ; serum Na, 135 mEq/l. ; serum 
K, 6 mEq/l. E.C.G. showed low voltage of all complexes. 


Treatment consisted of thyroxine, 0.5 mg. intravenously, 
cortisone, 25 mg. four-hourly intramuscularly for a total of 
100 mg., penicillin, and ‘electric blankets. There was no 
response to treatment. The rectal temperature varied 
between 80 and 82° F. (26.7 and 27.8° C.), and could: not 
be raised above that point. The patient died two days after 
admission. 

Post-mortem examination revealed gross cardiac hyper- 
trophy and advanced coronary atherosis, particularly of the 
right coronary artery. The gall-bladder was filled with 
cholesterol stones. The thyroid gland had been replaced 
by loose fibro-fatty tissue. The pituitary gland was thought 
to be slightly larger than normal. Other organs examined 
showed no macroscopic evidence of disease. The post- 
mortem weights were as follows : heart, 620 mg.; lungs, 
1,100 g.; suprarenals, 14 g.; thyroid and surrounding 
fibrous tissue, 10 g. 

Histological Examination.—The pituitary gland showed a 
marked reduction of alpha cells in all areas examined. In the 
thyroid gland small foci of thyroid tissue were surrounded 
by loose fibrous tissue ; an occasional small acinus with a 
trace of colloid was present; small-cell infiltration was 
marked and giant cells were present; the surrounding 
arterioles showed hyaline degeneration. The left ventricular 
muscle showed a mild degree of interstitial fibrosis. The 
liver was slightly fatty. In the kidneys there was no evi- 
dence of interstitial fibrosis ; the glomeruli appeared healthy ; 
the smaller vessels showed hyaline degeneration. Moderate 
numbers of heart-failure cells were present in the lungs. 
Death was due to myxoedema and coronary atherosis. 


COMMENT 


This case showed very similar features to the other re- 
ported cases. Again it was the middle of winter. There 
was extreme hypothermia. We think that 74° F. (23.3° C.) 
must approach a record in low temperature. To make sure 
that this reading was correct the thermometer was checked 
at the Department of Chemistry, University of Reading, and 
there it was found that the readings were correct to within 
+0.5° F. Again there was a ‘history of years of slow 
deterioration which finally led to coma under the stress of 
an upper respiratory infection. We were impressed, in this 
case also, with our helplessness to deal with the final phase. 


We wish to thank Dr. A. L. Tarnoky for permission to publish 
the biochemical results; also Dr. I. Doniach for helpful advice. 
H. S. Le Marguanp, M.D., F.R.C.P. 
W. Hausmann, M.R.C.P. 
E. H. Hemstep, M.B., B.Chir., D.C.P. 
Reading Combined Hospitals. 
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The West Kent Medico-Chirurgical Society was founded 
in 1856 by the medical staff of the Royal Kent Dispensary. 
The Society’s Centenary Handbook says this of its founders : 
“That they were robust as well as generous personalities 
there is no doubt. It is recorded that they did not hesitate 
to differ on matters of principle with the governors on occa- 
sion. How pleasant to read the tactful Victorian minute, 
‘The misunderstanding was readily adjusted by two special 
meetings held at the Green Man, Blackheath, under the 
presidency of the Rt. Hon. Lord Bexley’! Here is a 
hundred-year-old lesson, if need be, for modern staffing 
and management.” 
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DISEASES OF INFANCY AND CHILDHOOD 


Diseases of Infancy and Childhood. Edited by the late Sir 
Leonard Parsons, F.R.S., ~onmz. be C.M.G., MS., 
M.Ch., F.R.C.S., and assisted by Clifford G. Parsons, M.D., 


F.R.C.P. Volumes I and II. Second edition. (Vol. I, 
pp. 1,116+xlii; Vol. Il, pp. 1,117-2,075+xvii. Illustrated. 
£8 8s. per set.) London: Oxford University Press. 1954. 


The first edition of Parsons and Barling’s Diseases of 
Infancy and Childhood was published in 1933, and th- 
appearance of the second edition after a lapse of twenty- 
one years is explained by the events of the intervening years. 
The second edition was in fact almost ready in 1939, when 
the second world war held up publication. After the 
war death and retirement had thinned the ranks of the 
contributors and new ones had to be found. The sudden 
and lamented death of Sir Leonard Parsons in 1950 again 
brought things to a standstill. Following this Dr. Clifford 
Parsons joined with Mr. Seymour Barling in editing the 
present edition. 

With the increase in knowledge of paediatrics during the 
last two decades it was obvious that widespread alterations 
were required. The book has been brought completely into 
line with modern knowledge and well represents the views 
of present day English paediatricians. The text is again 
published in twd volumes and the usual sequence is fol- 
lowed in presenting the material. Heredity, growth, and de- 
velopment, care of the normal infant, immunity, anaesthe- 
sia, and radiology in childhood comprise the first section, 
followed by one on neonatal diseases and one on nutrition. 
Thereafter the diseases are dealt with according to systems, 
with chapters on the infectious fevers, tuberculosis, and 
syphilis, and concluding with a short account of the sul- 
phonamides and the antibiotics. The surgical aspects of 
paediatrics are dealt with as well, and special sections are 
devoted to diseases of the urinary tract, burns, and scalds. 

If one were to single out any part as of special merit, 
choice would fall on diseases of the blood and blood- 
forming organs and general diseases of bone, both of which 
reflect the interest of the late Sir Leonard Parsons. They 
are lucid and complete, and can be read with profit by 
student and expert alike. There is inevitably some over- 
lapping, but this is not such that the size of the books is 
materially increased. The illustrations are rather sparse. 
Four colour plates are included, although they do not add 
materially to the value of the book. With the exception 
of diseases of the ear, eye, and skin, references are given 
at the end of each subject and will be found very helpful. 
There is a good index at the end of, Volume II; this (or 
at least the relevant part) could with advantage be given at 
the end of the first volume as well. 

Since the end of the war several paediatric textbooks have 
been published in this country and it is a moot point if 
there are now not enough of this kind. The larger treatises 
are too expensive for undergraduate students, but excellent 
and indeed essential for postgraduate students and those 
specializing in paediatrics. This one, however, I believe 
can be especially recommended on its own merits and as 
a memorial to the man who was its inspiration. 


STANLEY GRAHAM. 


SPINO-CEREBELLAR DEGENERATION 

The Spino-Cerebellar Degenerations. By J. G. Greenfield, 

M.D., F.R.C.P. (Pp. 112+xi; 17s. 6d.) Oxford: Blackwell 

Scientific Publications. 1954. 
Any book by Dr. Greenfield is welcomed by workers 
in the field of clinical neurology, since he invariably links the 
bedside examination of the patient with his detailed patho- 
logical studies. That attribute colours this short monograph, 


which is a most authoritative résumé of our present know- 
ledge of these obscure degenerative conditions. In the past, 
descriptive neurologists tended to divide the spino-cerebellar 





degenerations into groups depending upon symptomatology, 
but here Dr. Greenfield has used histological evidence to 
bring the groups together and to attempt a reasonable accept- 
able classification. Each form of ataxia, whether that 
described initially by Friedreich, Marie, or others, is de- 
scribed against its historical background, and the reader js 
left on the fringe of our slowly advancing knowledge of 
their nature. There is a complete bibliography, and, what is 
more important, a critical and balanced appraisal of it in 
the text. 

Dr. Greenfield is to be thanked for making so lucid 
so much that was so obscure. 

DENIS WILLIAMS. 


ANTIBIOTICS ANNUAL 
Antibiotics Annua! 1954-1955. Proceedings of the second 


annual symposium on antibiotics. Edited Henry Welch, 
Ph.D., and Felix Marti-Ibafiez, M.D. Pp. 1,154+ix; 
ee. $10.) New York: Medical Encyclopedia Inc, 


This volume reports the proceedings of the 2nd Annual 
Symposium on Antibiotics held in Washington in October, 
1954, and is nearly twice the size of its predecessor, con- 
taining no fewer than 170 papers of varying but generally 
inconspicuous merit. Some describe further pharmacological 
or clinical studies of newer but already familiar antibiotics, 
such novelty as they possess depending on new methods 
of administration or use for specialized purposes : some 
examples of the latter are the treatment of acne vulgaris, 
ano-rectal lesions, ulcerative colitis, Listeria meningitis, and 
virus, fungal, and protozoal infections, the last-named includ- 
ing not only amoebiasis but Trichomonas vaginitis. New 
forms or combinations of older antibiotics receive attention, 
and there are many papers on purely laboratory subjects, 
including sensitivity tests, experimental therapy, and studies 
of various in vitro antibiotic effects. Among new antibiotics 
described, at least three—* spiramycin,” “ celesticetin,” and 
“ P.A.105 "—exhibit some cross-resistance with erythro- 
mycin and may therefore be closely related to it : what is 
most needed to-day is an anti-staphylococcal drug unrelated 
to any at present in use. A paper containing an exceptional 
amount of valuable new information, by R. B. Lindberg and 
A. Newton, reports a thorough study of the sensitivity to 
antibiotics of 507 strains of Clostridia representing 18 species 
isolated from Korean battle casualties ; the order of merit 
was found to be chlortetracycline (most active), oxytetra- 
cycline, penicillin, chloramphenicol (least active by a wider 
margin than that separating the rest). 

No doubt publication of some of the more important 
material in this large compilation will be duplicated elise- 
where, but workers closely interested in the subject will find 
it necessary to refer to this volume. Others may gain from 
it some idea of the trend of mainly American thought, and 
any reader will be impressed by the vast extent of the com- 
mercial effort which is contributing to progress in this sub- 
ject in the United States. 

L. P. Garrop. 


CIVILIAN HEALTH AND MEDICAL SERVICES 


Medical History of the Second World War: Civilian Health 
and Medical Services: Volume II. Edited by Sir Arthur S. 
MacNalty, K.C.B., M.A., M.D., F.R.C.P., F.R.C.S. (Pp. 406 
_+xi. 45s.) London: H.M.S.O. 1955. 
The first of the volumes that bear this particular title p~°- 
sented a comprehensive account of the reactions of the 
medical services of central and local authorities in England 
and Wales to the conditions and circumstances created by 
the war and provided the means whereby their effects could 
be measured. This second volume completes this account 
by dealing with the affairs of these medical services in Scot- 
land and Northern Ireland. The story that is unfolded was 
well worth the telling and is very well told. It should be 
read along with Titmuss’s Problems of Social Policy and 
Ferguson and Fitzgerald’s Studies in the Social Services 
(U.K. Civil Series, History of the Second World War, 
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H.M.S.O.), for the wartime problems of health and welfare 
are not to be disentangled. Together these volumes 
constitute a most excellent textbook for those proceeding 
towards a career in public health. 

Part II of this particular volume presents an account 
of the wartime activities of the medical services of the 
Ministry of Pensions, Their magnitude, though not their 
value, is revealed in a series of tables that clearly display 
the cost of war in terms of long-term suffering and disability, 
and also the adequacy and efficiency of the measures that 
were taken to combat these and to mitigate their effects. 
This section of the volume must necessarily be of the 
greatest interest to those who have read Zachary Cope’s 
volumes on medicine and surgery in this series, for to them 
it is a most valuable appendix. 

Part I—the Colonies—is the most stirring section of the 
volume, for it includes the story of the civilian medical ser- 
vices of Malta, Hong Kong, and Malaya, and thus ampli- 
fies and completes the narratives presented in the Royal 
Navy, Army, and R.A.F. campaign volumes. In respect of 
hazard civilian and military were not to be distinguished. 
In Hong Kong and Malaya the difficulties that beset the 
civilian medical services were utterly overwhelming. As 
one reads these quiet narratives admiration, unrestrained, 
is evoked, and pride in belonging to this people and to this 
profession is aroused, 

This is a book that must surely claim its prominent place 
in the library of every medical school of this country. 


F. A. E. Crew. 


PSYCHOANALYTIC STUDY OF CHILDREN 


The Psychoanalytic Study of the Child. Volume IX. Edited 

by Ruth S. Eissler, M.D., Anna Freud, LL.D., Heinz Hart- 

mann, M.D., and Ernst Kris, Ph.D., with an editorial board 
of 13 and an editorial assistant. (Pp. 369. 45s.) London: 

Imago Publishing Co. Ltd. 1955, 

This book consists of a series of essays representing recent 
trends in psycho-analytical thought. Though written mainly 
by analysts for analysts, it contains much that must be of 
value, and is comprehensible to doctors who work with 
children and seek a deeper understanding of mental events. 

The first of the three main sections deals with the prob- 
lems of mental development in the earliest years, and is an 
edited report of a discussion that was held by the New York 
Psycho-analytical Society in May, 1954. As with many 
discussions, its gain in spontaneity makes up for its lack of 
cohesion. Its focal point concerned the concept of “ fixa- 
tion,” and among the new. ideas put forward were that the 
libidinal stages of infantile development (the oral, anal, and 
genital) coexist from birth and reach their maturational 
peaks at different speeds ; hence “ fixation,” when it occurs 
at a particular point (due to strong or repetitive stimula- 
tions), is a fixation to a pattern rather than to a stage. 
These. new ideas have widespread implications, which are fol- 
lowed up in the discussion. For example, in the pattern of 
infantile development these ideas begin to explain a com- 
plex situation which, although long known to exist, has not 
yet received anything approaching adequate formulation. 
They stress the importance of the longitudinal study of the 
individual (a prominent theme throughout the book). They 
provide a fresh framework in which to review the connexions 
between infantile development and adult mental illness, and 
they offer some further lines along which to pursue the 
elusive problem of what links normal with pathological 
development. 

The second main section of the book is devoted to an 
elaboration of this last point. Three essays in it are of 
particular relevance to general medicine—namely, two on 
different forms of intellectual inhibition, with light thrown 
on why some children fail to make their expected progress 
at school, and one on motility (in infants, children, and 
adults), which forms a foil to the neurological studies on the 
subject by Critchley and others. As with much psycho- 
analytical literature, the language has special definitions. 
Once these are accepted, the book is not difficult to read. 


R. Hiceins. 


RETROPUBIC PROSTATECTOMY 


Retropubic Svestesatomans For Benign Enlar. cg? of the 
rs wagag 3 cunt. Francis A. Beneventi, MD. C3. 
(Pp. 227+xiii; } Bweny 50s.) Springfield, Milinois 

Chaves nae Oxford: Blackwell Scientific Publica- 
ions 


The merits of retropubic prostatectomy have become well 
known in Great Britain since Millin published his first 
account of the operation in 1945. It is an encouragement to 
British urology to find such firm:support for the operation 
as is given in this book from America after an interval of 
nearly ten years. 

A full account of the anatomy and pathology of prostatic 
enlargement precedes the author’s description of his own 
technique. Whilst the fundamental surgical approach is 
essentially the same there are some variations in detail 
which deserve comment. The vertical skin incision is still 
preferred ; it does not of course allow for the cure of an 
inguinal hernia through the same incision. The prostatic 
capsule is closed by two or three interrupted sutures with 
no attempt at watertight closure ; as the catheter is left in 
for as long as six or seven days this is probably of little 
consequence. The catheter used is of modified Foley type, 
but the balloon rests in the bladder and the one terminal eye 
would not appear to drain the prostatic cavity at all. The 
practice of irrigation every 15 minutes in the first hour after 
operation is*also contrary to our custom. The illustrations 
of the technique by Mr. William P. Didusch conform to the 
superb quality and clarity for which this artist is renowned. 
It is a pity that Fig. 43 could not have been redrawn without 
showing the haemostatic “ absorbable ” gauze in the prostatic 
cavity ; its use has rightly been abandoned after three cases 
of stone in the first 50 patients. 

The complications of the operation are extensively de- 
scribed ; of particular value is the distinction drawn between 
periprostatic thrombophlebitis and osteitis pubis. That the 
evaluation of the operation is based on only 100 cases 
detracts somewhat from the force of the author’s arguments, 
but his enthusiasm for the procedure is infectious. For the 
general surgeon called upon to do an occasional prostatec- 
tomy it will provide encouragement to use this method ; for 
the urologist it will provoke thought and possibly disagree- 
ment on some points; but for all it will prove a work of 
great interest, attractive to read and to handle. 

I must mention two small points for correction : Fig. 31 
appears to be upside down, and in the footnote on p. 36 
a redundant “r” has crept into make the “ prostrate,” so 
beloved of the layman. 

E. W. RIcHEs. 


CARDIOLOGY NOTEBOOK 


Cardiology Notebook:; For Preliminary Instruction in 

edical Curricula. Edited by Alfred P. Fishman, M.D., 
with five collaborators. (Pp. 95; illustrated. $2.50.) New 
York and London: Grune and Stratton. 1955. 


This notebook is written for undergraduate students during 
the period of transition from the basic sciences to clinical 
medicine. The authors claim that it is designed to make 
readily available a few basic examples of the method and 
language of cardiology. The examples are good, clearly set 
out and illustrated, and in this sense thé objects of the book 
are achieved, but most teachers in Great Britain would 
consider that this sort of information should be acquired 
incidentally in the routine study of clinical problems in the 
wards and clinics of 4 teaching hospital. It is stated that 
it is important to instruct students (presumably under- 
graduate) in the technique of fluoroscopy, but the medical 
curriculum is so full that such instruction should be given 
as postgraduate training for those requiring it. In Section 1 
line diagrams, photographs of models, and skiagrams are 
used to illustrate cardiac fluoroscopy in some 28 pages. 
Section 2 comprises 23 example electrocardiograms and 
reports. Section 3 is concerned with the techniques of 
investigation in haemodynamics. Section 4 concerns the 
nomenclature for cardiac diagnosis. The illustrations are 
excellent, except for three indifferent phonocardiograms. 


WALLACE BRIGDEN.’ 





776 Sepr. 24, 1955 


BRITISH MEDICAL JOURNAL 


LONDON 


SATURDAY SEPTEMBER 24 1955 





ANKYLOSING SPONDYLITIS 
Ankylosing spondylitis is one of those conditions it 
is all too easy to miss among the large numbers of 
patients with “ rheumatism ” attending the busy sur- 
gery or hospital out-patient department. Indeed, it 
is said, and with some truth, that “ every patient with 
ankylosing spondylitis has a story to tell ’—a story 
of chronic backache treated with various palliative 
measures without effect, so much so that this sort of 
history should immediately lead to further investiga- 
tion with this condition, among others, in mind. It is 
not common, as rheumatic diseases go, in the general 
population, being variously estimated as having an 
incidence of | in 1,000’? to 1 in 2,000.° Its pre- 
ponderance in young adult males, however, results in 
a higher incidence among Service personnel, in which 
category most young men to-day find themselves for 
two years, at a time when they are under as close 
medical supervision as they are ever likely to be. 
Lieutenant-Colonels J. P. Baird and R.J.G. Morrison, 
of the R.A.M.C., have recently reviewed their diag- 
nostic record in this respect.‘ Nearly half their cases 
were diagnosed within two years of the onset of symp- 
toms ; this compares with an average of four years in 
civilian cases seen at the Westminster Hospital shortly 
after the war.° 

In view of the fact that early symptoms may be 
absent or extremely mild, amounting to no more than 
transient low backache or stiffness, sometimes quite 
episodic, it would be difficult to improve on these 
figures in civilian life, but a review of the early symp- 
toms of these cases and a further study of the West- 
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minster Hospital cases* is of some interest. In abou 
three-quarters of the cases pain or stiffness in the low 
back or pelvic girdle was the presenting symptom, 
characteristicaily worst first thing in the morning or 
after rest, often disturbing sleep and eased by move- 
ment. In over 10% of the cases, and in 25% 
of a similar R.A.F. series,’ the initial symptom 
was peripheral, most commonly an arthritis of 
the knees, ankles, or feet, but occasionally affecting 
the wrists, elbows, and fingers. Rarely the onset may 
resemble rheumatic fever, and, as Dudley Hart* points 
out, in 8 of his 184 cases this diagnosis appeared 
somewhere in the history. Iritis occurs as a com- 
plication in up to 20% of cases, depending on the 
length of follow-up, but that it may be a presenting 
symptom is less well recognized. In 1951 M. Q. Birk- 
beck* and his colleagues reported no fewer than 
eleven cases seen in one year in which the diagnosis 
of ankylosing spondylitis was made for the first time 
as a result of a complaint of iritis, and there is little 
doubt that this may precede other symptoms and signs 
of the disease. E. Chan and S. F. Sun’ report a case 
in which three attacks of iritis occurred during the 
seven years before the first joint symptom and eleven 
years before spinal symptoms developed. The com- 
monest physical sign is limitation of range of the 
lumbar spine, sometimes concealed (to superficial ex- 
amination) by full hip mobility and best revealed by 
the use of a Dunham spondylometer.'® As Hart"! ” 
has previously emphasized, the reduced rib excursion 
on inspiration is a characteristic feature, the chest 
expansion usually being reduced below 2 in. (5 cm.), 
which can be a most significant physical sign in an 
apparently fit young man. Other small signs are 
often suggestive also—such as tenderness over bony 
points, especially the ischial tuberosities, iliac crest, or 
greater trochanters ; the sterno-manubrial joint’* ** or 
the symphysis pubis'* may be affected or the heels 
painful.” The diagnosis is confirmed by the 
characteristic bilateral radiological changes in the 
sacro-iliac joints, of which oblique views may have to 
be taken, showing marginal decalcification and appa- 
rent widening at first, later cartilage destruction and 
ankylosis, and then ligamentous calcification extend- 
ing up the spine. 

Two possible aetiological factors have been studied. 
The disease is undoubtedly familial in many cases, 
and several families have been reported as having a 
significantly high incidence. H. F. West,’ W. Tegner 
and K. Lloyd,’* and R. M. Mason"® have all reported 
families with at least three proved cases in Britain, 
and A. H. Hersh et al.*° in America, after studying 
50 families, concluded that the disease was trans- 
mitted by an autosomal dominant gene with a much 
greater likelihood of its becoming manifest in the 
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male than in the female. This knowledge should be 
of particular value to the family doctor. Much 
interest attaches to the relationship of the disease to 
genito-urinary infection. Indeed, P. Marie,?' who 
gave one of the earliest descriptions of the disease, 
associated it with gonorrhoea. More recently D. K. 
Ford** found that, among twenty-one cases of arth- 
ritis following urethritis both non-specific and gono- 
coccal, four developed an apparent ankylosing spondy- 
litis, and R. Romanus” claimed to find a very high 
incidence of non-specific genito-urinary infection in 
117 cases of ankylosing spondylitis. J. Marche** has 
recently emphasized the frequency of sacro-iliitis in 
Reiter’s syndrome. 

Although the aetiology is likely to remain obscure 
until we have a ciearer recognition of what constitutes 
true ankylosing spondylitis and what J. Sharp and 
E. C. Easson*® term “ atypical spondylitis,” the treat- 
ment of the condition has become fairly well defined. 
Attempts to relieve pain and prevent development of 
flexion deformity of the spine and hips by immobili- 
zation in plaster beds and by spinal supports have 
been found to lead to poor results.*° *” and Hart** 
advocates an active approach, encouraging full 
mobility, with games in addition to more formal 
exercises. It is probably wise for the patient to lie 
flat on his back on boards for a period each day, how- 
ever. Pain can be controlled with aspirin, and if neces- 
sary, and often quite strikingly, with phenylbutazone 
—though this drug has its dangers. Corticotrophin 
or cortisone may occasionally be helpful to cover an 
acute exacerbation. It is now established that deep 
x-ray therapy produces symptomatic relief in about 
three-quarters of patients with the typical disease, and 
in severe progressive cases it is the treatment of 
choice ; but it too is not without risk. Sharp and 
Easson reported permanent amenorrhoea in 13 of 47 
women and one case of aplastic anaemia, but perhaps 
the most disturbing complication is that described by 
H. Van Swaay,”* who reported three cases of myeloid 
leukaemia occurring in patients who had had radio- 
therapy in a “ not excessive ” dose. Evidently radio- 
therapy should be reserved for cases not responding 
to more conservative treatment, and careful follow-up 
of such cases is necessary. 





MYXOEDEMA 


“We were impressed in this case with our helpless- 
ness to deal with the final phase.” With these words 
Dr. H. S. Le Marquand and his colleagues end their 
medical memorandum (p. 773) describing death in 
myxoedema coma. These tragic words well describe 
the feeling of the clinician confronted with an 


SPONDYLITIS Mere aan 777 


advanced case of myxoedema. Here is a condition 
so easily treated in its early stages yet in its late 
Stages one of the most difficult therapeutic problems 
in medicine. There is the feeling, “If only she had 
come in a month earlier it would have been easy.” 
When myxoedema is advanced enough to make the 
patient seriously ill the condition has usually been 
present for a long time, and the mortality is high. 
In four of the six cases described in articles and 
memoranda ih this issue the symptoms had been 
present for over three years. Of these six patients, 
five had reached the stage of coma and one was 
waterlogged with multiple effusions. All but one of 
the five comatose patients died, an outcome which 
shows once again that advanced myxoedema is a 
critical illness. 

The natural questions to ask about these cases of 
myxoedema coma are three: “ Why do they die ? ” 
“How do they die ?” and “ What can be done for 
them ?” The only practical answer to the first ques- 
tion is that they die because treatment has not been 
given early enough and the disease has reached an 
almost irreversible stage before the clinician has a 
chance to treat it. The reason for this is either that 
the patient has not seen a doctor till late in her ill- 
ness or else the diagnosis has not been made early 
enough. Occasionally, even when the diagnosis has 
been made, valuable time is lost pursuing elaborate 
investigations and treatments without giving any 
thyroid. The next question, “ How do they die ?” is 
a difficult one, but the answer may be that they die 
of cold, though heart failure, adrenal failure, and cere- 
bral failure may play a part. Dr. Le Marquand’s 
case had a rectal temperature of only 74° F. (23.3° C.), 
and in all of Dr. M. Malden’s three cases (p. 764) 
the temperature had been very low at some stage. 
Anyone who has examined a patient with myxoedema 
coma would agree with Malden that the most remark- 
able feature is the combination of coldness and dry- 
ness of the skin—not encountered in any other 
disease, and peculiarly reminiscent of the sensation 
of touching a corpse or a reptile. As Malden points 
out, it is not only an indication for urgent treatment 
but a valuable diagnostic pointer. 

Lastly, “What can be done for them?” Once 
the stage of coma is reached the outlook is grave. 
There is no general agreement on the best method 
of treatment. Despite warmth, cortisone, intravenous 
thyroxine, and antibiotics the mortality remains very 
high. Some physicians believe in starting with very 
small doses of thyroid and some with large, and 
recoveries have been reported with both. Malden’s 
third patient recovered with heating by electric 
blankets and an infusion containing corticotrophin 
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and thyroxine followed by daily injections of these 
hormones, and she was well in two months. As 
Malden writes, “ Early recognition of hypothyroidism 
with adequate and continuous therapy should prevent 
the occurrence of coma.” But early recognition of 
myxoedema is especially difficult for the family 
doctor if the patient is seen often, because the 
change is so gradual that it is not recognized. 
Another difficulty is that textbook illustrations often 
show only the florid advanced examples and not the 
early cases. Thus the physician has to keep myx- 
oedema constantly in mind, particularly when see- 
ing middle-aged women. The characteristic appear- 
ance of the face will usually suggest the diagnosis 
to him, because the patient may be too sluggish to 
notice her own symptoms. The face in myxoedema 
has a bloated look with eyes narrowed by puffiness, 
giving a somewhat Oriental appearance. The expres- 
sion is dull, and face movements are much reduced. 
The complexion is coarse and of a waxy-yellow 
tinge, with a burgundy-coloured flush on the cheeks. 
Usually the eyebrows are very sparse, but there is 
nothing specific about the outer thirds being scanty, 
for many normal people have some thinning there. 
There may be a little baldness with a high hair margin, 
but only advanced cases have substantial loss of hair. 
Speech is slow, and the voice, too, may be very 
suggestive, with its thick, nasal, deep quality which 
in a severe case resembles “a bad gramophone 
record, running down, of a drowsy, slightly intoxi- 
cated person with a bad cold and a quinsy.”* Some- 
times the patient may arrive wearing an inordinate 
amount of clothing or be found in bed hiding under 
a mound of bedclothes, and these evidences of her 
unnatural coldness may suggest the diagnosis. The 
remarkable thing is the close resemblance of one 
myxoedematous patient to another ; after seeing one 
case the next one is much easier to recognize. Malden, 
for instance, writes of his second case: “ There was 
a striking resemblance to Case | not only in facial 
appearance but in all the external characteristics of 
severe myxoedema.” Mental changes are very 
common, often reaching psychotic levels,’ so myx- 
oedema is worth keeping in mind as a possible 
cause when middle-aged women become mentally 
disturbed. 

When appearance, voice, or demeanour have sug- 
gested myxoedema, the history usually provides sup- 
porting evidence. Once she is. asked, the patient 
usually complains of undue sensitivity to cold, 
increasing weight, mental and physical slowness, 
constipation, deafness, dryness of the skin, loss of 
hair, and change’ in her appearance. Often the 
friends and relations give a much better account of 
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her symptoms because she has been too dulled to 
notice them. 

Myxoedema is well worth diagnosing ; the dramatic 
change with thyroid treatment is both gratifying for 
the doctor and his patient as well as a useful diag. 
nostic test, and the early starting of treatment (which 
must never be allowed to lapse) ensures that the 
patient will not reach the dangerous. stage of myx. 
oedema coma. To bring the average case of 
myxoedema back to normal health costs less than 
fourpence, which is the price of a hundred | gr. (65 
mg.) tablets of thyroid, and it is one of the best 
bargains in medicine. 





THE N.H.S. IN 1954 


With 56 tables in the text and innumerable others in 
26 appendices, the report' of the Ministry of Health 
for 1954 on the National Health Service in England 
and Wales could hardly present a more complete 
statistical picture. In the last financial year the cost 
of the Service was £473m. (all these figures relate 
only to England and Wales), but the cost of general 
medical services in the total bill was equal only to 
one-fifth of the cost of hospital and specialist services. 
What is even more remarkable is that the cost of the 
pharmaceutical services reaches up to the shoulder— 
four-fifths of the way in fact—of that of the general 
medical services. During 1954, although there was 
a fall of nearly one million in the number of prescrip- 
tions issued, every person in the country was pre- 
scribed for on the average five times, and the average 
total cost of the five prescriptions was one guinea. 
In the first month of the Service—July, 1948—the 
average cost of each prescription was little more than 
half-a-crown, and by the last month of 1954 it had 
gone up by 75%. 

The number of consultants, whole- and part-time, 
increased by 861 during the last five years, though the 
percentage increase has tended to fall each year, and 
last year was only 1.6%. The total number at the 
end of last year was 6,510. The only specialties 
which are static in the number of consultants are 
venereology and ophthalmology. The most marked 
rise—from 554 in 1950 to 727 in 1954—has been in 
anaesthetics. During the same period the number 
of consultants in general medicine has risen from 716 
to 786, and in general surgery from 811 to 848. 

The number of general-practitioner hospital beds 
has remained almost stationary during the last five 
years, and the number of private beds has fallen by 
about 500. On the other hand, the average daily 
number of occupied beds has risen over this period 





1 Report id the Ministry of Health jor the year ar ended -d December 31, 1954. 4. Part 
I. 1. The National Health Service (including chapter on international 
Health), 2. Welfare, Food and Drugs, Civil Defence. . 9566. 
London: H.M.S.O, 8s. Od. net. 
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by some 25,000. One of the most striking facts which 
emerges from the present report is the reduction by 
just upon 50,000 (excluding mental and mental 
deficiency hospitals) in the number on the waiting 
lists. This, a 10% reduction, is the most substantial 
in any one year to be recorded since the National 
Health Service began.. Nevertheless, the hospital 
waiting list in 1954 (making the same exclusions) was 
465,000. Other figures worth noting are the differ- 
ences between various areas in the amount of work 
done in x-ray departments on behalf of general practi- 
tioners. Why should this be 13%, of the total work 
in such departments in Bolton and only 1% in 
Wolverhampton? It is the same in the pathological 
departments. The work done on behalf of general 
practitioners is 9%, of the total in Southampton and 
only 0.7% in Birkenhead. 

In the middle of last year there were 6,899 practi- 
tioners working single-handed in the general medical 
services, a decline of 248 on the figure for the year 
before, and suggesting a continuation of the slow 
movement away from single-handed practice. Dur- 
ing the year the number of doctors practising in 
partnership (11,583) increased by 720; more than 
half of them were partnerships of two doctors, but 
there are as many as 287 partnerships of six doctors 
or more in England and Wales. A _ considerable 
movement has taken place during the last two years 
from assistant to principal status. 
to learn that there are 45 assistants in general prac- 
tice who are over 65 years of age, but nearly half the 
1,500 assistants are aged 30 or under. 

The report contains tables giving the numbers of 
patients on doctors’ lists in different areas. In Lon- 
don 48%, of patients are on lists of less than 2,500 
patients, and 52% are on larger lists. The figures 
are almost the same for Middlesex. But in a com- 
paratively small city like Norwich only 20% are on 
the smaller lists and 80%, on the larger. In Bourne- 
mouth the position is reversed, with 84% on lists 
under 2,500. The figures for the different areas bear 
out the point which the Minister of Health made last 
year in his address to the Executive Councils Asso- 
ciation that the need and the opportunity for doctors 
wishing to start in practice is pre-eminently in the 
North, and to a large extent in the industrial 
areas. 

Despite the extent of the service and the wide front 
which it presents for attack, the number of doctors 
against whom it was necessary to take disciplinary 
action was small. Only two doctors were removed 
from the N.HLS. list in 1954. In 77 cases the decision 
of the Minister or of the tribunal was that certain 
money be withheld, in 44 that a warning letter be 
sent, and in 9 that some other action be taken. A 
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new feature of this report is a review of the increase 
in claims and legal proceedings against hospitals and 
their staffs, particularly their medical staffs. In 1954 
a sum of £159,047 was paid out in compensations of 
all kinds. This is the largest sum so far, but it is not 
to be taken that the number of claims has increased 
in the same proportion as the amount paid out ; the 
courts have tended to make higher awards. The 
report states that there is no evidence whatever that 
there has been any deterioration in the standard of 
service provided which might account for the increase 
in the number of claims since the Service started. 
The increase may be attributed, first, to recent court 
decisions that in law the hospital authority is respon- 
sible for the negligence of its servants ; secondly, to 
the innovation of legal aid, which has led to some 
frivolous actions against hospitals ; and, thirdly, to 
the disappearance of the old friendly, proprietorial 
feeling towards hospitals. It is no longer a case of 
withholding complaint against “our hospital,” or, 
for that matter, against “ my doctor,” but of attack- 
ing an impalpable, impersonal thing called the State, 
which has no feglings to be hurt, no intimacy to be 
respected, but only a bottomless purse upon which 
to draw. 





HYPOPHYSECTOMY IN DIABETES MELLITUS 


Young people developing diabetes mellitus in the pre- 
insulin era soon succumbed to infection or died in 
diabetic ketosis. ‘When insulin became available the 
outlook was completely altered. There seemed to be 
every hope that, provided they received proper treat- 
ment with insulin and diet, young diabetics would have 
an expectation of life approaching that of normal indi- 
viduals. As time has gone by, however, an increasing 
number of them have shown evidence of retinal or renal 
damage—the latter being referred to as inter-capillary 
glomerulo-sclerosis, the Kimmelstiel-Wilson syndrome, 
or, more simply, as diabetic nephropathy. The retinitis 
progresses in some cases to complete blindness, and the 
nephropathy may pass through a stage of hypoprotein- 
aemic oedema to death from renal failure. Despite 
intensive study the mechanism by which these compli- 
cations are produced remains obscure, and there is no 
simple way of preventing them. It is generally believed 
that they are less common and tend to appear later if 
the diabetes is well controlled. 

A problem not uncommon at the present time is that 
of a young diabetic with a history of the disease going 
back 15 or 20 years, who has rapidly progressing retinitis, 
with the prospect of going blind, or proteinuria and renal 
damage likely to go on to uraemia. Once this desper- 
ate situation has arisen improvement of diabetic con- 
trol seldom seems to arrest the progress of the compli- 
cations. A possible, if somewhat heroic, approach was 
suggested by an observation made by J. E. Poulsen.’ 


1 Poulsen, J. E., Diabetes, 1953, 2, 7. 
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He had a patient with long-standing diabetes, compli- 
cated by retinitis, who developed post-partum necrosis 
of the anterior pituitary gland. Following this, not 
only did the insulin requirement fall but there was also 
remarkable regression of the retinitis. A Swedish team 
headed by Professor H. Olivecrona as neurosurgeon and 
Dr. R. Luft as endocrinologist have undertaken hypo- 
physectomy in a group of patients who developed 
diabetes in childhood and after thirteen or more years 
had severe retinitis associated in some cases with renal 
damage. A progress report on the first twenty cases is 
published elsewhere in this Journal (page 752). There 
were five deaths attributable to the operation, a very 
high figure in such expert hands. It appears that hypo- 
physectomy for the complications of diabetes is much 
more hazardous than in cases of malignant disease— 
partly because of the state of the arteries and partly 
because of the metabolic problems involved. Two of 
the remaining patients have died from their diabetic 
complications ; the others failed to show any dramatic 
improvement, but the progress of the complications does 
seem to have been slowed or actually arrested. L. W. 
Kinsell and his group’ in Cal#fornia have treated five 
patients iff the same way and have reported similar 
results. 

Removal of the pituitary in an attempt to arrest the 
progress of diabetic retinitis or renal damage is obvi- 
ously a desperate measure. It is by no means certain 
that it will succeed, although the evidence so far justifies 
further investigation, especially since there is nothing else 
at the present time that offers any hope in these cases. 
The immediate mortality is high and the post-operative 
management extremely difficult. A 
approach may well be found in some form of irradia- 
tion destruction of the pituitary gland or through 
chemical or hormonal inhibition of its activity. 


INSULIN AND THE HEART 


The technique of cardiac catheterization has been in- 
geniously adapted to the study of myocardial meta- 
bolism. By passing the catheter into the coronary sinus 
I. Ungar et al.' have been able to draw off venous 
blood as it leaves the heart, and by comparing its con- 
teats with that of samples drawn simultaneously from 
the femoral artery have obtained information of great 
interest. Their previous results have already been pub- 
lished,? * and the present paper is on the special prob- 
lems of the heart in diabetes mellitus. 

Observations were made on 22 control subjects, 7 
diabetic patients, all but one of whom. needed insulin, 
and 9 dogs. The dogs were studied intact, when ren- 
dered diabetic with alloxan, and again after treatment 
with insulin. It was found that the heart in diabetic 
men and dogs uses less glucose and less lactate than 
normal. After insulin the dogs’ hearts. used more 
glucose, but lactate utilization was not improved during 
the observation period. The chief difference found was 
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that the diabetic dog’s heart was able to metabolize 
ketone bodies, whereas the heart in human diabetics 
utilized fatty acids. The authors concluded that the 
diabetic heart is deficient in the metabolism of carbo. 
hydrate, protein, and fat. 

Many points of great interest emerge from their 
studies. Here is an example of how a technique adapted 
for a particular study may be usefully turned on to 
another. Here also is a striking example of species 
difference in tissue metabolism, and yet another warning 
against uncritically extending the conclusions of animal 
experiments to man. These studies confirm that the 
diabetic heart, instead of using chiefly lactate as a source 
of energy,‘ can metabolize fatty acids. Finally, the 
ubiquity of insulin is emphasized once again: not only 
does it largely control carbohydrate metabolism, but 
also, directly or indirectly, affects fat and protein too. 


CANCER OF THE LUNG IN INDUSTRY 
The rapid rise in the mortality from cancer of the lung 
in recent years, and the increasing weight of evidence 
that the smoking of cigarettes is directly, and probably 
causally, associated with the disease, has drawn attention 
away from other less common circumstances in which 
lung cancer may develop. A large number of industrial 
processes have at different times been blaimed for the 
disease,’ * and often with good cause. Prominent among 
these hazards are the mining of certain radioactive ores,’ 
the refining of nickel,* the manufacture of chromates,’ * 
the manufacture of coal gas,’ and industrial exposure 
to arsenical dust.*° Evidence of a similar risk to 
workers in the asbestos industry was advanced by the 
Chief Inspector of Factories,'° and by S. R. Gloyne,'! 
who found in necropsy material that primary lung cancer 
occurred much more frequently in association with 
asbestosis than with silicosis. 

R. Doll’? has now published an important analysis of 
the records from a large asbestos works. Records of 
coroners’ necropsies were available for 105 employees 
who died between 1933 and 1952 and for whom asbes- 
tosis had been suspected as a contributory cause of 
death. Lung cancer was found in 18 cases, in 15 of 
them associated with asbestosis. All those with both 
conditions had been employed in the industry for at 
least nine years before 1933, by which time national 
dust-reducing regulations had become effective. Follow- 
ing up this suggestive evidence, Doll compared the 
mortality of 113 employees, who had all worked for at 
least twenty years in places where they were liable to be 
exposed to asbestos dust, with that to be expected if 
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their mortality had been the same as that of the whole 
male population of England and Wales. Up to June, 
1953, 39 of the men had died, whereas the expected 
number was 15.4. The excess was wholly accounted for 
by deaths from lung cancer (11 deaths, only 0.8 expected) 
and from other respiratory and cardiovascular diseases 
(22 deaths, only 7.6 expected). This high risk of con- 
tracting lung cancer became progressively less as the 
duration of employment under the old dusty conditions 
decreased. 

The vulnerability of the lung to siliceous dusts, on the 
other hand, does not seem to make that organ vulner- 
able at the same time to cancer.'* In coal-miners Sir 
Ernest and Lady Kennaway'* found that the mertality 
from lung cancer varied between different coalfields and 
was low in South Wales, where pneumoconiosis is most 
prevalent. W. R. L. James'® has recently made a 
detailed comparison of necropsy data in South Wales 
relating to 1,827 coal workers and 1,531 other males aged 
over 21 years. Primary lung cancer was found in 
3.3% of the miners and in 5.4% of the non-miners. The 
histological types of cancer, and the distribution of 
metastases, were similar if the two groups. James 
suggests the possibility that a relatively early age of 
death for those affected by pneumoconiosis may explain 
the lower incidence of lung cancer among them at 
necropsy. There is certainly no evidence that coal dust 
has any carcinogenic influence. 


SALMONELLA IN EGG PRODUCTS 


During the past few years many outbreaks of para- 
typhoid fever have been traced, epidemiologically and 
bacteriologically, to bakeries, with confectionery con- 
taining imitation cream as the most frequently suspected 
source of infection. In an investigation into a wide- 
spread outbreak of paratyphoid fever in South Wales, 
§. Thomson' and A. R. Culley’ suspected that a con- 
taminated ingredient used in the bakeries was the means 
by which the imitation cream was affected, and in a 
paper published last week K. W. Newell® reports an 
investigation of six small outbreaks of paratyphoid, fever 
due to Salm. paratyphi B, phage type 3a var. 2. These 
outbreaks all occurred during the last half of 1954: there 
were 38 clinical cases of the infection, and 14 symptom- 
less excreters were found. In all these outbreaks imita- 
tion cream used to embellish cakes came under suspicion, 
and the source of contamination was thought to be a 
particular batch of Chinese frozen whole egg in use at all 
the bakeries concerned. Unfortunately very little of this 
batch was available for examination, and the organism 
was not found, though samples taken from what was 
left contained Salm. thompson and Salm. aberdeen. In 
another paper Miss Muriel E. Smith and Dr. Betty C. 
Hobbs‘ describe the bacteriological investigations which 
were complementary to the epidemiological inquiry. In 
later investigations—reported by Newell and his col- 
leagues’ at a symposium on “Food Microbiology and 
Public Health” held last July in Cambridge—Salm. 
paratyphi B, phage type Taunton, was found in a sample 
of Chinese whole egg. . 


Meanwhile interest had been aroused in the bac- 
teriology of egg albumen, which is used in bakeries 
in its frozen or crystalline forms for the prepara- 
tion not only of cooked foods but also of uncooked 
and lightly cooked products. An examination of 
Chinese crystalline albumen showed that salmonellae 
were present in from 15-75% of samples and the sero- 
types included a preponderance of Salm. thompson. 
Salm. paratyphi B was found in il samples and included 
the phage types Taunton, 3b, and a type designated 
1 var. 5. Salm. paratyphi B was also found in frozen 
albumen. Methods for the isolation of these organisms 
from dried albumen are in common use in most labora- 
tories. A 10 to 20% suspension of dried material in 
broth and also in selenite F® is incubated at 37° C. Sub- 
cultures are made on to desoxycholate citrate agar’ * 
and Wilson and Blair agar® '® after 24 hours and also 
after three days’ incubation. 

The presence in frozen whole egg or in crystalline egg 
albumen of Salm. paratyphi B and of the serotypes 
of salmonella responsible for some outbreaks of food 
po‘soning in this country makes it desirable that some 
control should be exercised over these products, and 
their bacteriological quality should be improved either 
by altering methods of production or by treating the 
material on its arrival in this country. The Medical 
Officer, in a recent annotation"! on dried egg albumen, 
describes a method of control which could be applied 
at the ports—that is, the examination of 5% samples 
from all batches received, and the holding of all con- 
signments showing any positive samples. It is recom- 
mended that such positive consignments should be used 
for commercial purposes only, or held pending success- 
ful heat treatment to render the substances safe. Those 
batches found negative on two samplings could be 
released on the condition that they were used in 
heated products only. There would certainly be diffi- 
culties in putting this policy into practice, and it does 
not tak2 into account the considerable quantities of these 
egg products already held in this country both by private 
importers and by the Ministry of Agriculture, Fisheries, 
and Food. 

At present there are several outbreaks of paratyphoid 
fever in Southern England which appear to be connected 
with bakeries, and perhaps related to egg products. It 
is hoped that despite financial and international diffi- 
culties it will be possible for some co-ordinated policy 
to be formulated which will make safe these previously 
unsuspected sources of infection. In any event, if these 
outbreaks of paratyphoid fever are to be - prevented, 
stricter bacteriological control will be necessary of food- 
stuffs susceptible to infection, both imported and home- 
produced. 
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For the purpose of this article the “ acute abdomen ” is 
taken as meaning the patient who complains of pain of 
acute onset in the abdomen, pain being an almost 
invariable symptom of the conditions which come 
within this category. As this serigs is designed primarily 
for general practitioners this article deals mainly with 
diagnosis, for it is the diagnosis—and particularly early 
diagnosis—which is so important in saving lives and in 
preventing prolonged illness. Treatment is dealt with 
only in so far as it lies mainly in the hands of the general 
practitioner, but one of the chief questions in the con- 
sideration of these cases is whether the treatment can 
be carried out in the patient’s own home or whether the 
case is one where the facilities which only a hospital 
can provide are necessary. 

In the diagnosis of acute abdominal conditions the 
taking of a careful history is most important, for it will 
often go nearly all the way in establishing the diagnosis 
and will repay the little extra time occupied in taking it. 
The age of the patient is the first sign-post, for many 
acute abdominal conditions are more or less limited to 
particular age groups. The acute abdomen in children 
will be dealt with in a later article in the series, because 
there are a number of acute abdominal emergencies 
which are almost limited to children; thus, idiopathic 
intussusception is an illness of infants and acute gastro- 
enteritis presents particular problems in this age group, 
while acute non-specific mesenteric adenitis is a disease 
of older children. Most of the common acute abdominal 
emergencies may be found at any time during adult life, 
but in older patients complications of carcinoma or 
diverticulitis of the colon occur with increasing fre- 
quency, while gall-stones and their sequelae are rare in 
young adults and ruptured ectopic pregnancy is of course 
confined to the child-b «ring age. 


History of the Pain 


In taking the history pain will usually be the main com- 
plaint, and particular attention and inquiry should be paid 
to this ; apart from its duration, information about its onset 
and character should be sought. There are not many con- 
ditions in which the patient is able to state the exact time 
that the pain began, but in acute perforation of a viscus, in 
acute pancreatitis, and in the colics—particularly renal or 
biliary—the patient is often aware of the exact moment of 
onset. In acute obstruction the onset is not quite so abrupt, 
while in the inflammations it tends to be much more 
gradual. = 

The type of pain is most significant: in the colics the 
patient will tend to double himself up or roll about during 
the spasms and lie still in between ; often he will press his 
hands on his abdomen, and the pain waxes and wanes; in 
the inflammatory lesions and in cases of perforation with 
peritonitis the patient prefers to lie still, often with his 
knees drawn up, and dislikes pressure on the skin, though 
he may blister himself with a hot-water bottle. The dis- 
tribution or movements of the pain are significant : central 
pain moving to the right lower quadrant is typical of 
appendicitis, but may be associated with any inflammatory 
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lesion in that part of the abdomen or the right side of the 
pelvis ; upper abdominal pain passing through to the back 
suggests gall-bladder or pancreatic disease, particularly if jt 
also goes to the shoulder-tip—from the gall-bladder to the 
right shoulder, from the pancreas to the left, but in cases 
of gastric or duodenal perforation pain may be referred to 
either shoulder-tip. The distribution of renal pain, with 
its radiation down to the groin and scrotum or labium is 
well known, but the pain is not always characteristic, and 
it is often felt only in the loin and remains strictly unilateral, 


Vomiting and Bowel Action 


In the majority of acute abdominal conditions, after pain, 
vomiting is the most common complaint, and inquiry about 
it must always be made if the patient does not volunteer 
the information. The type of vomiting is important—it 
may be reflex, as so often occurs early in the onset of 
any intra-abdominal inflammatory lesion, it which case it 
passes off quickly ; or it may be associated with the pain 
of a severe colic, in which case the vomiting or retching 
spasms coincide with the bouts of pain. In other cases it 
is due to intestinal obstruction ; in high obstruction sick- 
ness will occur early and will be persistent, while in low 
colonic obstructions vomiting may not occur until pain 
has persisted for many hours or even a few days. Acute 
pancreatitis is often associated with almost continuous retch- 
ing, and this helps to distinguish it from a case of gastric 
or duodenal perforation, in which vomiting is absent or 
slight. The character of the early vomit is not of great 
significance, but in cases of prolonged obstruction decom- 
position in the alimentary canal above the obstruction tends 
to make the regurgitated contents brown and foul smelling. 

The third symptom of importance is any change in bowel 
action; thus acute gastro-enteritis is apt to be associated 
with diarrhoea, while constipation is the rule in cases of 
acute intestinal obstruction, though it may happen that the 


- bowels evacuate their contents from below the obstruction 


after the onset of the pain. Most inflammatory lesions in 
the abdomen cause reflex diminution of bowel movements, 
and are thus associated with constipation, but inflammation 
in the pelvis, particularly in pelvic appendicitis, may cause 
irritation of the rectum and some tenesmus, which the 
patient interprets as diarrhoea. 


Other Necessary Questions 


Disturbances of micturition should also be inquired into. 
I am not dealing with the subjects of acute retention of 
urine or anuria as emergencies, but only with the reflex 
disturbances which occur ; thus in renal colic there is often, 
but by no means always, frequency of micturition and 
dysuria during the attack of pain, and inflammation in an 
organ related to the bladder—for example, a pelvic appendix 
or the Fallopian tubes—may cause frequency. 

In women, inquiry concerning the menstrual cycle is per- 
tinent. When was the last period? Is there a possibility 
of pregnancy ? and, Is there any vaginal discharge ; if so, 
of what duration ? 

Finally, in taking the history, note should be made of the 
previous history of the patient. Have there been similar 
attacks before? Have there been any symptoms to suggest 
a peptic ulcer or gall-bladder disease, renal stone, or intes- 
tinal colic, alimentary bleeding, or loss in weight? Has 


there been any previous abdominal operation, and is there 
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any condition outside the abdomen which might give rise 
to pain referred to the abdomen? The answers to any of 
these questions may have an important bearing on the 
diagnosis and correct treatment of the patient. 


The Physical Examination 


The examination of the patient will start with taking the 
temperature and, noting the pulse and respiration rates. It 
is unusual for the temperature to be really high, and when 
it is above 102° F. (38.9° C.) the cause should be sought 
elsewhere. It may be due to influenza with abdominal 
symptoms, or to causes outside the peritoneal cavity, such 
as respiratory or urinary tract infections. In most cases 
of intraperitoneal infection there is a low fever, though in 
the early stages the temperature may be normal; in the 
obstructions or perforations it is either normal or sub- 
normal. 

The pulse rate initially is not of great diagnostic value, 
but it is essential to record it, for if there is doubt about 
the diagnosis a rising pulse rate is of serious import and 
probably indicates extension of an inflammatory process or 
continuing haemorrhage. Coronary infarction may cause 
pain referred to the abdomen, and in this condition the 
quality of the pulse is important. 

In pneumonia, particularly in children, pain from the 
chest may be felt in the abdomen, but some upper abdom- 
inal conditions, especially perforation of an ulcer or pan- 
creatitis, may also cause an increase in the respiratory rate. 

Inspection of the tongue is a valuable aid in acute 
abdominal diagnosis ; thus it is very rare to find a clean 
tongue in a case of acute obstructive appendicitis. Patients 
with uraemia may present with vomiting and constipation, 
and so simulate acute intestinal obstruction, but in the 
uraemic patient the tongue will probably be more dry and 
furred and the breath may have the characteristic smell. 


Inspection and Palpation of the Abdomen 


Abdominal examination will begin with inspection in a 
good light, attention being directed to the respiratory move- 
ments, any local swellings, or visible peristalsis. The site 
of most pain may be indicated by erythema where a hot- 
water bottle has been applied, but in all cases the patient 
should be asked to point where the pain started and where 
it is now felt. most severely. In all cases, but particularly 
those in which there is a possibility of acute intestinal 
obstruction, the inguinal and femoral canals should be 
palpated, for, if this is not made a routine, a strangulated 
hernia may be overlooked. At the same time the scrotum 
should be palpated to make sure that both testicles are 
present in the right place and that they are normal, for 
in acute epididymo-orchitis or torsion of the testicle the 
pain may be referred to the corresponding iliac fossa. 

The presence of the scar of a previous operation may 
raise the suspicion that obstruction is due to an adhesion 
which may have caused a local obstruction or strangulation 
of a whole loop of intestine. Most of these cases are 
caused by talc granulomata, and the use of this substance 
as a glove lubricant should by now have been abandoned 
in favour of an absorbable glove powder. 

Palpation of the abdomen will start well away from the 
suspected site of the lesion and should be very gentle at 
first, for anything but very light pressure may cause spasm 
of the abdominal muscles and thus mask an underlying 
swelling. The board-like rigidity in the case of a perforated 
peptic ulcer is well known and gives away this diagnosis, 
but if there has been only a little leakage into the perito- 
neum the physical signs are less definite and the diagnosis 
is much more difficult; acute pancreatitis may cause an 
almost equal amount of rigidity, but usually it is not quite 
so extensive. In the colics severe spasm of the parietal 
muscles will be present during the attacks, but in between, 
when the muscles are relaxed, deep palpation will be 
possible ; thus the rigidity of these cases can be distinguished 
from that associated with the perforations and the inflam- 
matory lesions. Occasionally in acute obstruction of the 


small intestine the loop above may be felt to harden up 
during the spasms, but this rarely happens in obstruction 
of the large intestine. : 

The presence of a local swelling may give a very strong 
lead to the diagnosis: if such a swelling is found during 
the first few hours of an attack it was probably present 
before the attack started, and if the other investigations 
point to the case being one of an inflammatory lesion the 
inflammation is probably arising in an already diseased 
organ ; if the case is one of acute intestinal obstruction the 
mass is probably a tumour which is obstructing the bowel. 
If, such a local mass is felt its mobility should be tested: 
inflammatory swellings tend to be fixed early, but occasion- 
ally an appendix abscess, in which the walt is formed 
entirely by omentum, may be movable ; inflammatory gall- 
bladder swellings tend to lose their normal up-and-down 
movement with respiration as they become fixed to sur- 
rounding structures. 


Conclusion of the Examination 


If there is any possibility that the pain is referred from 
the chest careful examination of the heart and lungs is 
necessary ; mention has already been made of the fact that 
pain of coronary thrombosis or a basal pleurisy may be 
referred to the abdomen. Palpation of the neck and axillae 
for enlarged lymph nodes is necessary, either because the 
patient may have an acute inflammation of lymph nodes 
generally—including those in the abdomen, as, for example, 
in glandular fever—or there may be metastatic malignant 
nodes in either of these sites from a primary growth in 
the abdomen. 

Finally, but by no means the least important, digital 
examination of the rectum, and perhaps the vagina, must 
be made. Some pelvic swellings may be palpable only by 
this route. In acute intestinal obstruction the rectum will 
be empty unless the case is one of faecal impaction, but a 
rectal tumour may be felt or the characteristic ballooning, 
which is present below an obstruction a little higher up, 
may be noted. Inflammatory swellings in the pelvis will 
be felt and will be tender—a pelvic appendix, Fallopian 
tube, or an ovarian cyst; a malignant tumour elsewhere in 
the abdomen may have given rise to pelvic metastases, and 
their presence will be an indication both of the diagnosis 
and of the prognosis. In cases where salpingitis is sus- 
pected, inspection of the vulva will show whether the hymen 
is ruptured and whether there is any vaginal discharge. 

If there is any question of a renal lesion the urine may be 
examined. In renal colic it may contain blood, and in the 
urinary infections there may be sufficient pus to cause a 
turbidity which does not disappear on warming or adding 
acid ; it may be necessary to examine a centrifuged speci- 
men for pus cells and to have a mid-stream or catheter 
specimen taken and cultured for organisms. A trace of 
albumin is found in the urine of many patients with extra- 
renal inflammatory lesions and does not necessarily indicate 
an organic lesion in the urinary-tract. 


Ancillary Investigations 

Apart from the pathological examination of the urine to 
which I have just referred, all the examinations already 
discussed are entirely clinical and can be carried out by 
any doctor in the patient’s own home or the surgery, and 
should lead to a correct diagnosis in the great majority of 
cases. The main thing for the general practitioner to decide 
is whether he can safely treat the patient at home or whether 
further investigations or treatment which cannot be carried 
out in the home are necessary. Of course, if the diagnosis 
is such that urgent operation is indicated the patient must 
be transferred to a suitable place, and there will always be 
a number of patients in whom the diagnosis is in doubt 
who are better in hospital, where operation can be under- 
taken quickly if any change takes place in the patient's 
condition to make this necessary. There are very few 
special investigations which are’ likely to be called for 
in this group of cases, but such as there are are most 
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important. Of these I would place first a plain radiograph 
of the abdomen ; it may reveal free gas in the peritoneum 
in cases of perforation, a loop of distended intestine or 
more generalized distension with fluid levels in acute intes- 
tinal obstruction, or the presence of a stone in the urinary 
tract. Even when the diagnosis of acute intestinal obstruc- 


tion is clear and a decision in favour of early operation 
has been made, a radiograph will often help the surgeon 
in planning his incision and in dealing with the cause (see 
illustration). 





Plain x-ray film of a patient with intestinal obstruction, showing 
a distended loop of jejunum and a gall-stone in the left side of 
the abdomen. 


Examination of the blood may also be called for; a 
leucocytosis will be found in most inflammatory conditions, 
and such a finding is occasionally helpful. In cases in which 
acute pancreatitis is suspected estimation of the serum 
amylase is most important, though it is occasionally ele- 
vated in a few other abdominal emergencies ; a very high 
figure is almost diagnostic of acute pancreatitis, but is only 
likely to persist for a few days early in the attack. 

In this article the examination of the patient with acute 
abdominal symptoms has been briefly described ; next week 
some of the specific diseases which cause such symptoms 
will be considered. 


Part II will appear in the next issue. 





Refresher Course Book.—Copies of the second volume of 
collected articles from the Refresher Course for General -Practi- 
tioners are still available at 25s. (postage 1s.) each. The first 
volume is now sold out. 

Clinical Pathology Book.—“ Clinical Pathology in General 
Practice,” a collection of 39 articles on clinical pathology that 
appeared in the Journal as part of the Refresher Course for 
General Practitioners, is now available, price 21s. (postage 9d.). 

Both these volumes are obtainable from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1, or 
through any bookseller. 





The Parliamentary Secretary to the Minister of Labour 
and National Service, Mr. HAROLD WATKINSON, announced 
recently that there would be a continuing “ competition ” 
for posts of H.M. Inspectors of Factories instead of the 
former two a year. This is to ensure that 10-15 new 
members are recruited each year, so that the Inspectorate 
remains at a total of 380. The service began with four 
men appointed to enforce the 1833 Factory Act. The 


“ certifying surgeons” who helped them had to guess the 
children’s ages from their appearance, since registration of 
births became general only after 1837. Alexander Redgrave, 
Chief Inspector when the inspectorate was centralized in 
1878, explained its aim in words still applicable when he 
said that the inspector must be an adviser rather than a 


prosecutor. 





es 


SECOND INTERNATIONAL CONGRESS OF 
NEUROPATHOLOGY 
SOME SCIENTIFIC CONTRIBUTIONS 
[From A SPECIAL CORRESPONDENT] 
Many of the 180 papers* presented at the Second Inter- 
national Congress of Neuropathology, which as reported 


last week (p. 734) was held in London, September 12-17, 
were grouped into special sessions under headings such as 


“the blood-brain barrier,” “ intoxications,” “ trauma,” 
“ pathology of involuntary movement,” “granulomas and 
reticuloses,” “gliomas,” without necessarily being very 


closely related. 


Tentorial Herniation and Temporal Lobe Epilepsy 


However, a joint session with the 4th Symposium Neuro- 
radiologicum, also meeting in London on the Wednesday 
afternoon, took the form of a discussion on “ Tentorial 
Herniation,” which has recently come to be regarded as an 
important cause of temporal lobe epilepsy, and various 
brain lesions. The tentorium, it will be recalled, is a mem- 
brane which divides the skull cavity, separating the. cerebral 
hemispheres above from the cerebellum and medulla below, 
and possessing one free border, sharp and crescentic, curv- 
ing anteriorly round the brain stem. Under certain condi- 


‘ tions parts of the temporal lobes, particularly the uncus, may 


be pushed down against or beyond the free crescentic edge 
into the lower compartment. This leads to ischaemia of the 
compressed herniated parts and sclerosis, and the scar may 
become an epileptic focus. The ischaemia may be a direct 
effect of the compression, but various vessels, including 
branches of the anterior choroidal artery, which supplies 
the hippocampus, may also be caught and squeezed in the 
hernia. The hernia is a result of increased cerebral pressure, 
for instance from cerebral infarction, as described by J. M. 
Fotey (Boston). H. W. Pia (Giessen) explained vascular 
lesions of the occipital lobes not, as previously thought, 
on the basis of compression of the posterior cerebral arteries 
caught in a hippocampal herniation, but of compression of 
the internal occipital vein against the tentorial border, leading 
to venous congestion and infarction. J. L. Poot (New York) 
discussed the neurosurgical relief of uncal herniation where 
raised cerebral pressure is the result of cyst, tumour, or 
haematoma. Decompression and a gentle lift were usually 
enough, and splitting of the tentorium was rarely necessary 
or advisable. L. WoLMaNn (Sheffield) analysed the findings 
in 270 patients dying with a tentorial pressure cone; 12% 
showed haemorrhagic infarction of the occipital lobes, and 
infarction of the pituitary gland was found in nearly 5%. 


Late Effects of Brain Injury 


Other post-mortem brain studies were discussed in the 
section on trauma, where C. E. BENDA (Waverley, Mass.) 
made the point that the effect of a single head injury is not 
restricted to that event, but progressive, leading to inter- 
ference with the circulation and nutrition of the brain, with 
further pathological repercussions. This is particularly so 
in infancy and childhood, where trauma may distort the 
whole of subsequent brain development. Several papers 
tried to correlate the antemortem clinical signs with the 
results, both macroscopic and microscopic, at necropsy, 
including one by A. C. L@KEN (Oslo) on a boy nearly 18 
years old who survived four and a half years in a state of 
decerebration, following a ten-minute arrest of heart and 
respiration. During this time he mostly lay with open eyes, 
though blind, and responded to strong auditory and painful 
stimuli with slow complex movements of his arms, trunk, 
and face; his secondary sexual characteristics developed 
normally. 





*The Ew! of the popess read at the Congress have been 
abstracted in Excerpta Medica (Section VIII, Neurology and 
Psychiatry), 8, No. 9, September, 1955. 
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A. ALLEGRANZA (Milan) described experiments using ultra- 
sonic vibrations to produce circumscribed areas of destruc- 
tion in the brains of dogs, rabbits, and guinea-pigs, while 
J. B. BrieRLey and E. Beck (London) had accurately placed 
fine wires (stereotaxy) for the electrolytic destruction of 
areas in the anterior and dorsomedial nuclei of the thalamus 
in cats and rhesus monkeys to study both the nuclear links 
with the cerebral cortex and the behavioural effects of loss 
of these nuclei: such experiments have a bearing on the 
operation of leucotomy in man. 


The Blood—Brain Barrier 


D. H. M. WootLam and J. W. Mitten (Cambridge) 
opened the discussion on the blood-brain barrier by clearing 
up some old confusions. Some drugs, dyes, and viruses cir- 
culating in the blood cannot enter the brain substance. 
There is also a barrier between blood and cerebrospinal 
fluid, but it is a different one, and the C.S.F. is no longer 
regarded as the nutrient or tissue fluid of the C.N.S. In 
the brain, as elsewhere, the capillaries feed the tissues 
directly. Anatomically intervening between the blood and 
the nerve cells there are the capillary endothelium, the 
neuroglia with its undulating membrane or amoeboid 
“feet,” and a muco-polysaccharide ground-substance in 
which the whole is set, just as in other organs there are 
connective tissue and ground-substance between capillary 
and tissue cells. The true blood-brain barrier may be either 
in the capillary wall or, more likely, perhaps, in the 
neuroglia, which after very considerable scientific neglect 
is now taking the centre of the stage, thanks largely to study 
of the living cells in tissue culture. C. E. LUMSDEN (London) 
described the various types of glial cell: macrophages, 
argyrophil cells with long branching columns, amoeboid cells 
capable of phagocytosis. In the normal adult astrocyte the 
tips of the processes are pseudopodic, slow-moving, and 
some have the appearance of being secretors. H. H. 
Benitez, M. R. Murray, and D. W. WooLLey (New York) 
described how serotonin produces a prolonged contraction 
of oligodendroglia in tissue culture, while lysergic acid 
diethylamide alone also obliterates cell pulsation. In cer- 
tain concentrations the two together somehow cancel out, 
and the cells move normally. These substances are import- 
ant in the elucidation of the biochemical basis of hallucina- 
tions. T. BROMAN (Gothenburg) showed that pial vessels, 
which are not surrounded by glia or brain tissue, behave 
exactly like brain capillaries in their impermeability to dyes 
(trypan blue), and argued therefore that part at least of the 
blood-brain barrier is in the capillary wall. Many other 
papers discussed different aspects of these problems. 


Copper and Cerebral Degeneration 


In the pathology of specific diseases, with one notable ex- 
ception, little fundamental progress was reported. Dissemi- 
nated sclerosis, for instance, remains as baffling as ever. Some 
progress in the study of an experimental encephalomyelitis 
produced in animals by the intramuscular injection of killed 
tubercle bacilli and emulsified nervous tissue was reported 
by A. ALLEGRANZA and co-workers (Milan) and J. COLOVER 
and R. CoNSDEN (Taplow), who have to some extent defined 
the chemical substance in the bacilli which causes the brain 
lesion. A paper by J. N. Cumincs (London) on the patho- 
logy of Wilson’s disease (hepato-lenticular degeneration) 
summarized the recent remarkable advances in the under- 
standing of this disease, in striking contrast to the impasse 
with others, and perhaps had a moral for the congress as a 
whole. The patient absorbs far too much copper from the 
alimentary tract and deposits some of it in brain and liver. 
There is a raised copper level in blood and urine, together 
with an abnormal amino-aciduria. 

Copper deposition in the liver is associated with cirrhosis, 
in the brain with degeneration of the corpus striatum, lead- 
‘ing to tremor and muscular rigidity in the young adult. 
These facts are the consequence of a physiological as 
opposed to a post-mortem approach to the problems of a 
disease, and have suggested a practicable treatment with 
dimercaprol. 


EUROPEAN LEAGUE FOR MENTAL 
HYGIENE 


Meeting in Istanbul at the same time as the World 
Federation for Mental Health (see p. 800), the European 
League for Mental Hygiene held a discussion on August 20 
on “The Mental Health of the Family When the Mother 
Goes Out to Work.” Dr. Doris Opium, the representative 
of the British Medical Association, presided. 


Women in an Industrial Society 


The discussion was opened by Dr. P. StvaDoNn (France), 
who read a paper on the position in France based on an 
investigation carried out by a working party under the 
auspices of the French League for Mental Hygiene. He 
recognized the age-long prejudice against women working 
outside their homes, especially on the part of their husbands, 
but industrialization had made it essential for a large number 
of French women to work if the national economy was to 
be maintained. This had led to fundamental changes in the 
social pattern as a result of their emancipation and increased 
independence, In addition, higher costs of living, and the 
rising standard of life now demanded, had made it essential 
for a great many women to supplement their husband’s earn- 
ings, and those women who were either divorced or widowed 
had often to support themselves and their families. 

In France, as in other countries, the change began some 
50 years ago and had proceeded with ever-increasing momen- 
tum; it was likely to progress still further, and nothing 
could be done to stop it. It was not for them to make 
moral judgments, Dr. Sivadon told his hearers, or to waste 
time discussing the past. Their best contribution was to be 
practical and try to assess the. good and bad features of 
the situation and to make. realistic proposals for the best 
way of dealing with the problems it raised. 

In his summing-up of the evidence that the working party 
had received, Dr. Sivadon said that it focused attention on 
two main problems : first, how women were to perform 
their outside work without neglecting the responsibilities of 
motherhood ; and, secondly, how they could achieve greater 
independence without upsetting marital relationships. In 
fact, experience had already shown that work outside the 
home favoured a woman’s personal development and usually 
made it possible for her to carry out both her maternal 
responsibilities and her role as a married woman more satis- 
factorily. The rapid evolution of this new social role 
demanded of women an effort of adaptation for which, in 
many cases, their nervous constitution was at present ill- 
equipped. The working party felt that this showed itself 
by a higher incidence of nervous disorders than in fhe case 
of male workers. The greater incidence of absenteeism 
among women was often due to the competing demands of 
the family, but even more to the fact that the woman was 
often doing uninteresting work for which she had received 
no training. Among women in skilled and professional 
occupations absenteeism was very much less. ’ 

The mother’s role in the family could be eased by better 
education in housewifery and in her functions as a mother ; 
and also by the development of the home-help system and 
of the homely type of small day nursery. It was desirable 
that social legislation should be passed to allow her an 
adequate period of pre-natal and postgiatal absence from 
work, and employers should be encouraged to rearrange 
work schédules so that women could work for a limited 
number of hours a day or spread their work over hours 
that would be compatible with their home duties. 


Stability of the Home 


There was no evidence that the fact of the mother work- 
ing outside the home had proved to be a factor in the break- 
up of marriage, continued Dr. Sivadon. In many cases 
the marriage relationships were better than in those of the 
non-working woman. Some 22% of French women were 








786 Sept. 24, 1955 


EUROPEAN LEAGUE FOR MENTAL HYGIENE 





Britisn 
MEDICAL JOURNAL 





working, and 19% of married women, so that marriage did 
not seem to prevent women working. There was consider- 
able evidence that the absence of the mother from the home 
for a certain number of hours a day was not damaging to 
the child, provided that her personal relationships with it 
were good. This seemed to be the key factor. There was 
on the contrary much evidence that the home-keeping 
women had not necessarily better relations with their 
children: they tended on the whole to be more possessive 
and more irritable with the children, as shown by the 
number of punishments inflicted. 

Dr. Sivadon’s paper was followed by a discussion in 
which delegates from 14 European countries took part. There 
was an extraordinary measure of agreement, and it was 
surprising how similar were the problems in the less advanced 
countries to those in the more advanced. All the delegates 
were agreed that modern economic trends involved increas- 
ing industrialization, that the working of women outside 
their own homes had not only come to stay but would 
develop still further. It was therefore urgent for each 
country to try to evolve a realistic approach to the problems 
thus raised, as the mental health of every community 
depended primarily on the satisfactory integration of the 
family group. 





ARTERIOSCLEROSIS 
INTERNATIONAL SYMPOSIUM IN MINNEAPOLIS 


[From A SPECIAL CORRESPONDENT] 


Under the chairmanship of Dr. ANcet Keys (Minneapolis), 
a symposium on arteriosclerosis was held in the Mayo 
Memorial, Minneapolis, from September 7 to 9. The chair- 
man introduced the proceedings by saying that one-third 
of the total male mortality in the United States occurred 
from coronary heart disease, a situation grave enough to 
provoke WILLIAM F. MALoney (Minneapolis) into urging 
that the current medical curriculum should be reviewed in 
this light. On the other side of the picture, W. P. SHEPARD 
(New York) indicated from life assurance figures that 50% 
of patients survive 10 years beyond their first clinical episode 
of coronary disease. 


A Disease of Multiple Aetiology 


G. C. McMILLAN (Montreal) stressed the variability of 
atherosclerotic lesions of the coronary arteries, and the fact 
that no single aetiological concept would explain the histo- 
logical variations in adjacent lesions and comparable indivi- 
duals. Proliferative lesions were commonest in the young. 
WiLuiAM B. WarTMAN (Chicago) reviewed some pathogenetic 
factors other than cholesterol, and emphasized the import- 
ance of localizing factors within the arterial wall. He 
reviewed favourably Duguid’s observations that emboli may 
become organized on the arterial intima, and that fibrin 
is incorporated into the intima. Paut D. Wuite (Boston) 
asked if any correlation could be made between different 
types of clinical presentation of coronary disease and dif- 
ferent histological pictures. Louis N. Katz (Chicago) made 
the point that necropsy and blood lipid findings did not 
necessarily reflect the changes which must occur in the 
living cell when it is invaded by the atherosclerotic process. 
All significant concfusions in animal investigations should 
be re-examined in man, he thought. Coronary disease was 
intimately associated with privileged living. 

AnceL Keys commented on the increase in coronary 
disease in backward nations when subjected to our Western 
environment and diet, and once more stressed his belief 
in the association of coronary disease with a high fat and 
high calorie intake. He did not think that obesity (as 


distinct from overweight), heredity, smoking, alcohol, or 
physical activity influenced the development of the disease 
very greatly, but hoped that the aetiological importance of 
stress would soon be assessed. C. B. ANFINSON (Bethesda) 


considered that the “ clearing factor,” lipoprotein-lipase, was 
a tissue rather than a blood enzyme, its most potent 
activator being @-lipoprotein. Lena Lewis (Cleveland) said 
that some of the racial variations in lipoprotein metabolism 
could not be explained simply on the basis of dietary differ- 
ences. IVAN FRANTZ (Minneapolis) discussed the species 
differences in blood cholesterol and the lack of species 
differences in liver cholesterol. Protein might prove to be 
a thermostatic regulator of cholesterol biosynthesis. Louis 
ToBIAN (Minneapolis) considered that hypertension was im- 
portant in the development of coronary atherogenesis. 


Hormonal Factors 


Davip P. Barr (New York) showed that ethinyl oestradiol 
reduced the plasma cholesterol, the cholesterol / phospholipid 
ratio (C/P ratio), and the concentration of cholesterol on the 
8-lipoprotein fraction, This reduction occurred in subjects 
with coronary disease and with myxoedema. Androgens 
produced the opposite effect. Thyroxine reduced the plasma 
cholesterol and the C/P ratio but did not effect any alter- 
ation in the lipoproteins. Hg questioned any relationship 
between myxoedema and the incidence of coronary disease. 
Cortisone produced slight increase in the concentration of 
cholesterol on the a-lipoprotein fraction. 

M. F. Oviver (Edinburgh) discussed the relative immunity 
of premenopausal women to clinical coronary disease, and 
related it and the cyclical changes in the lipids and lipo- 
proteins to the endogenous secretions of oestrogens. His 
experiences with ethinyl oestradiol in 100 men with coronary 
disease were identical with those of Barr. Control of the 
lipids might not succeed in arresting the atherosclerotic 
process, but a definite answer must await morbidity and 
mortality studies. Corticotrophin and cortisone were hypo- 
cholesterolaemic. The abnormalities of lipid metabolism 
associated with coronary disease might result from hormonal 
imbalance, he concluded, and coronary atherogenesis might 
turn out to be partly an endocrine problem. JEREMIAH 
STAMLER (Chicago) had had similar experiences following 
the administration of oestrogens, and believed that a long- 
term morbidity and mortality study should be carried out. 
He agreed with Oliver that most men tolerate oestrogens 
well and that the feminizing side-effects are not, at the 
minimal effective dose, a major obstacle to the investigation. 


Dietary Fat 

Joun F. Brock (Capetown), in a stimulating address, left 
little doubt that the immunity of the Bantu from coronary 
disease was largely due to environmental factors, The 
Bantu, the Cape Coloured, and the Europeans in South 
Africa were well-defined racial groups. Their dietary fat 
intake, economic status, and incidence of coronary disease 
rose in parallel from the Bantu through the Cape Coloured 
to the European communities. Coronary disease was a 
disease of economic privileges, only one of which was exces- 
sive dietary fat. H. MALMROs (Lund) indicated that essential 
hyperlipaemia was not so very uncommon and often 
responded well to a very low fat diet. In his experience 
the administration of vegetable fat, and at the same time 
restriction of all animal fat, was associated with reduction 
of hypercholesterolaemia. It was possible that vegetable fat 
had a specific action in producing this effect. 

Brock, MALMRos, Waite, Katz, and others discussed the 
place of a low fat diet as a therapeutic regime. It was 
generally agreed that a properly balanced diet was funda- 
mental and that excess of any dietary constituent was ill- 
advised ;: however, there should be no rigid restriction of 
dietary fat. International studies of environmental factors, 
particularly the correlation between fat intake and coronary 
disease, must be elaborated in different racial groups. 


Coronary Disease 


In an after-dinner address Paut D. WHITE prepared the 
way for the discussions on coronary artery disease by giving 
a fascinating historical account of the condition. During 
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the 18th and 19th centuries coronary disease was rarely tion of its hypothalamic control by surgical means. 


described, and not until ten years after Herrick’s classic 
paper in 1912 was its importance appreciated, There was 
only a fine dividing line, said Dr. White, between apparently 
healthy middle-aged men and men with clinical coronary 
disease, Environmental factors, he continued, were prob- 
ably very important in the pathogenesis of coronary disease 
and needed careful consideration and investigation. 

W. ... SCARBOROUGH (Baltimore), discussing aids to diag- 
nosis, thought an abnormal ballistocardiogram might be the 
earliest and sometimes the only evidence of coronary disease. 
But there was no typical pattern, and often it was impossible 
to distinguish the abnormalities of advancing age from those 
of established coronary disease. Cigarette smoking pro- 
duced more ballistocardiographic abnormalities in subjects 
of coronary disease than in normal subjects. A low fat 
diet produced some improvement in ballistic patterns. 
ERNST SIMONSON (Minneapolis) and ELttior V. NEWMAN 
(Nashville) discussed the help of refinements in electro- 
cardiography and vectorcardiography in the diagnosis of 
coronary disease, but emphasized that these ancillary tech- 
niques must be interpreted only in conjunction with clinical 
findings. 

E. Cow.Les ANbDrRuS (Baltimore), HENRY I. Russexk (New 
York), and Wuite, speaking on the management of acute 
myocardial infarction, all emphasized the hypotensive effect 
of morphine and the frequency of sickness as a side effect. 
Morphine should not be administered as often as it is; 
pethidine was more satisfactory for the relief of pain. 
Andrus and Russek were not very optimistic about the 
use of vasopressor drugs for shock after infarction, but 
intravenous noradrenaline had proved of some value. 
Russek believed that the administration of oxygen sug- 
gested to the patient that he was critically ill and might 
distress him sufficiently to increase the work of the myo- 
cardium. In his opinion anticoagulants should be reserved 
for bad-risk cases, as it was unlikely that the prognosis of 
good-risk cases would be influenced in any way. Severe 
attacks of myocardial infarction were commoner in the older 
age’ groups. White agreed with Russek that the dose of 
nitroglycerin should be assessed individually for each patient, 
as too large doses might be associated, paradoxically, with 
ischaemic changes in the electrocardiogram. 


Peripheral and Cerebral Arteriosclerosis 


Under the chairmanship of NELSON BARKER (Rochester), 
A. W. Duryee (New York) outlined some of the clinical 
aspects of occlusive arteriosclerosis of the extremities and 
its management. Smoking promoted vasospasm and must 
be avoided, he said. He did not advise sympathectomy for 
intermittent claudication, but C. S. MacCarty (Rochester) 
had often seen great relief from it. E. A. Hines (Rochester) 
believed that the prognosis of aneurysms of the abdominal 
aorta was poor without surgical intervention, and that two- 
thirds died from rupture. Obliterative disease of the 
abdominal aorta could cause intermittent claudication in 
the thighs and lumbar region. P. PosTeti (Bologna) 
described the use of a plethysmograph for the study of 
the cerebral blood flow. A change in the cerebral pulse 
might be an early sign of cerebral arteriosclerosis, and this 
merited investigation. C. MILLER FisHeR (Boston) empha- 
sized the very important role of the collateral circulation 
in minimizing the consequences of cerebral arteriosclerosis, 
which might not differ much histologically from coronary 
atheroma. Headache was a common symptom of minor 
cerebral thrombosis; a severe cerebral thrombosis could 
be postponed by treatment of minor ischaemic episodes 
with anticoagulants. 

RicHArRD L. Varco (Minneapolis) discussed the challenges 
of arteriosclerosis to surgery. There was need for a quick 
method of uniting one vessel to another. Surgery might, 
in the future, offer means for controlling the fat intake from 
the intestine and also from the main lymphatic channels. 
There might be an approach through the study of the 
neurophysiological control of appetite and perhaps altera- 


Epwin J. Wye (San Francisco) discussed his results 
from 105 cases of thrombo-endarterectomy. This pro- 
cedure was best suited for occlusions of the abdominal 
aorta and had given satisfactory results. Only the diseased 
intima was removed, the media and adventitia being left 
intact. Lester R. SauvaGe (Seattle) had had good results 
from the use of arterial homografts but felt that hetero- 
grafts were less satisfactory. Harris B. SHUMAKER 
(Indianapolis) used plastic replacements for diseased 
arterial segments. . 


* 








INTERNATIONAL PHARMACEUTICAL 
FEDERATION 


OPENING BY MINISTER OF HEALTH 


The 16th general assembly of the International Pharma- 
ceutical Federation was opened in London on September 19, 
and was attended by 1,100 members from forty different 
countries. Sir HuGH LINSTEAD, president of the Federa- 
tion, introduced the Minister of Health (Mr. Iain Macleod), 
who opened the proceedings. 

The MINISTER said that the host body on -this occasion, 
the British Pharmaceutical Society, had a long and honour- 
able tradition, extending over more than 100 years, in the: 
regulation and encouragement of the profession, and it had 
been closely limked with the Federation since the latter's 
formation. Anyone who was responsible for the time 
being, as he was, for that great social experiment which 
was called the National Health Service was bound to have 
a great interest in pharmacy. He was glad that one of the 
subjects of discussion was to be hospital pharmacy, because 
in Britain there was substantial difficulty in filling the posts 
for pharmacists in the hospital service. But outside the 
hospitals there were now more than 13,000 retail pharmacists 
dispensing under the National Health Service in England 
and Wales, as well as about 3,000 dispensing doctors. 
Criticism was apt to concentrate on the formidable number 
of prescriptions, but he wished to say how very grateful 
he was for the skill and brilliant inventiveness of the 
pharmaceutical industry in this country and to recognize 
the part that it played in the national service. 

Mr. H. STEINMAN, president of the British Pharmaceutical 
Society of Great Britain, said that pharmacy in this country 
was historically based not upon university or government 
initiative but upon the voluntary banding together of practi- 
tioners in the early years of the nineteenth century. The 
Society then formed had become endowed with increasing 
responsibilities and powers by successive Acts of Parlia- 
ment. In this respect it differed from the pattern in almost 
all other countries except those of the British Common- 
wealth. The pharmaceutical body had retained its cor- 
porate responsibility for the admission and education of 
students, even when that education was undertaken in the 
university ; it had also set up and maintained a high standard 
of professional practice. Where these two things were in 
the hands of the pharmaceutical body it was then that 
pharmacy could extend and flourish. When they passed 
over to the control of governments, howevér benevolent, 
there was grave danger that development would be 
hampered, professional enthusiasm hard to arouse, and the 
best interests of the public not served. In Great Britain 
they had an organization which was responsible for the 
direct control of pharmacy with the minimum of govern- 
ment supervision. 

He criticized one omission from the programme of the 
assembly. There was provision for the discussion of 
scientific papers, also for the problems of university teachers, 
and of military, hospital, and industrial pharmacists, but 
he saw no place in the discussions for the ordinary practi- 
tioners of pharmacy, those who bore the heavy burden of 
providing the great bulk of the people with pharmaceutical 
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services from day to day. He hoped that means wouid be 
found during the week of enlarging the opportunities for 
practising pharmacists to discuss their problems. 

Dr. Hest Mapsen, of Denmark, who has been president 
of the Federation for a number of years, received at the 
hands of the President the first Madsen medal in gold. 
H.E. the Danish Ambassador in London attended the 
ceremony. An address was then given by M. PreRRE BLANC, 
chief of the Pharmaceutical Section of W.H.O., on the rela- 
tions between W.H.O. and the Federation. 

Two exhibitions were held in connexion with the 
assembly—one illustrating the contributions which the British 
phérmaceutical industry has made to the development of 
medicine, and the other being a selection from the Wellcome 
Historical Medical Museum illustrating the history of 
pharmacy. 








Correspondence 








Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Animals in Research 


Sir,—If, as Dr. G. Whitwell suggests (Journal, September 
10, p. 681), “ the wholesale killing of dogs in an experiment 
on drowning” is as bad as it sounds, many more of us 
would wish to associate ourselves with his humane protest, 
were it not for the fact that in so doing we would auto- 
matically be accusing responsible and respected scientists of 
cruelty. Such an accusation must be very well founded 
for it to be justified, and I cannot find enough evidence 
in the original article to enable me to form a_ proper 
opinion. Often—and, I might add, regrettably—when work 
on living animals is described in scientific papers, the 
authors make no mention of what precautions were taken to 
minimize or eliminate avoidable suffering. Presumably they 
consider mention of such precautions irrelevant, but the 
omission may cause honest men misgivings and provide 
antivivisectionists with gratuitous ammunition. The history 
of this sad controversy contains too many examples of 
completely unexceptionable experiments, even conducted 
throughout under anaesthesia, being reported in this way, 
with bitter consequences. 

Man’s sense of responsibility towards animals has cer- 
tainly grown in the last hundred years or so, and Dr. 
Whitwell gives two excellent examples in his letter. He is, 
however, less than fair to scientists in assuming that they 
have not also subscribed to this humanitarian awakening, 
for although many more animals than formerly are to-day 
used in laboratories they are by and large treated with 
infinitely more consideration than they received at the hands 
of some of the earlier experimenters. His simile concerning 
the habits of barbarian armies—ancient or modern ?—is 
misleading ; what would he have, a halt to medical research 
with its insistence on an appeal to living material which has 
been so phenomenally productive of new and beneficial 
knowledge, or the substitution of human for animal 
material? Much work can be, and is, done on human 
volunteers, foremost among them the investigators them- 
selves, but where serious risk to life or health is involved 
it is a brave man who would suggest that his fellows should 
be preferred to lower animals. 

Collectively we give tacit approval to animal experiments, 
for in the practice of modern medicine we cannot avoid 
making use of knowledge gained thereby. But it is not 
inconsistent to deplore that some of this work involves 
suffering for the animals, sometimes severe suffering, and to 
seek so to design experiments that pain, which nearly always 
is a disturbing—and therefore scientifically undesirable— 
factor, should be excluded. Moreover, we are not “con- 
tented that drug standardization can be done with animal 


life so very conveniently * ; the assayists are always on the 
look-out for test-tube methods to replace costly and cum- 
bersome animal tests. 

In recent years more attention than ever before has been 
given to the health and welfare of laboratory animals, and, 
although the rapid growth of medical research may demand 
an increasing number of animals for its successful prose- 
cution, these animals are in far better state than their fore- 
bears. If we are to gain further knowledge of the body 
in health and disease, we must continue to use animals ; 
to deny this is scientific—and perhaps moral—defeatism. 
Our profession has a responsibility to see that those whom 
we try to serve understand the need for animal experiments 
and our own concern for the humane treatment of our 
animals. I prefer to work, not for the derogation of medical 
research by calling it names (“ruthless technomania”), but 
by seeing that its use of animals is robbed of the element 
of pain, which is always undesirable and will I hope one 
day, in the light of increased knowledge, be completely 
avoidable. We have already progressed some distance along 
this road. I feel sure that Dr. Whitwell would not wish 
our further advance to be impeded by anti-scientific reaction. 
—I am, etc., 


Laboratory Animals Bureau, 
London, N.W.3. 


W. LaNe-PETTER. 

Sir,—Dr. G. Whitwell will doubtless find, even among 
those who accept the need to use animals in certain types of 
research and control, some measure of sympathy for the 
opinions he puts. forward with reasonable restraint (Journal, 
September 10, p. 681). Nevertheless, he stands open to 
correction for the implication of his remark : “ We ought 
not to be contented that drug standardization can be done 
with animal life so very conveniently.” 

Sir Henry Dale pointed out as long ago as 1939 that the 
object of all biological assay is to encompass its own de- 
struction. This is a matter in which humanitarian feelings, 
the desire for greater accuracy, and economic considerations 
all point in the same direction. To-day, vitamin products 
are almost all standardized by chemical or micro-biological 
procedures, with the exception of those to be assayed for 
vitamin D (there being as yet no suitable test for this potent 
substance, at the low concentrations found in, for example, 
butter and margarine, other than one involving prevention or 
cure of rickets in animals). But animals are no longer used 
to measure ascorbic acid, thiamine, nicotinic acid, or ribo- 
flavine, to mention only four vitamins, three of which could 
at first be assayed, with much imprecision and at great 
expense, only on guinea-pigs, rats, or pigeons. Increasingly 
the assay of hormones also is being carried out by chemical 
techniques replaciag ‘earlier biological ones. 

It is, however, clear that certain types of quantitative 
test, especially those for toxicity or for antigenicity, cannot 
be put on any basis other than one involving the use of 
animals. Further, research in physiology and pharmacology. 
as well as in certain parts of biochemistry, would break down 
altogether if suitable animals were not available for its 
conduct. 

On the matter of “drug standardization,” however, Dr. 
Whitwell’s fears are ill-conceived. All who have had experi- 
ence of carrying it out by animal tests, faute de mieux, will 
seize the slightest opportunity of replacing them by chemical 
or any other methods mercifully free from the costly and 
irksome job of housing, feeding, handling, to say nothing of 
breeding, large numbers of guinea-pigs, rats, and mice.— 


I am, etc., 


London, N.W.3 A. L. BACHARACH. 
“ Veripaque ” 

Sir,—Dr. N. P. Henderson (Journal, September 3, p. 617) 
signifies that he has used “ veripaque ” in 120 patients and 
has not a favourable impression of its action. We think it 
should be pointed out that actually Dr. Henderson did not 
use veripaque, which is a product of this company, but an 
experimental preparation manufactured elsewhere, which 
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was based on a relatively crude form of dihydroxyphenyl- 
isatin, Veripaque also contains a wetting agent which is not 
present in this other experimental product.—I am, etc., 

L. M. SPALTON, 


Director, 


Kingston-on-Thames. Bayer Products Limited. 


Clinical Teaching 


Sirn,—It is a timely sequel to Sir Harold Himsworth’s 
Linacre lecture (Journal, July 23, p. 217) that so much space 
in the annual educational number of the Journal should 
be given to the education of the medical teacher. Much- 
needed changes in the content of the curriculum and teach- 
ing methods will not even be conceived without some radical 
alteration in outlook of many teachers. 

The clinical teacher in Britain is faced with some difficult 
problems. Traditional teaching based on the apprenticeship 
system for students had its roots in the rugged individuality 
and independence of the teacher, who, relying entirely on 
clinical methods, created faith in the infallibility of his 
dicta. The enormous surge of scientific progress has brought 
into the hospital a large number of skilled exponents of 
techniques on whom the clinician must rely to some extent, 
but all these specialists are only too anxious to cram the 
student with facts. It is therefore necessary to approach 
this problem squarely. The need of the student is to be 
firmly grounded in logical clinical method, to appraise criti- 
cally data collected, and to make some constructive ap- 
proach to the solution of the problem, relying on his basic 


knowledge of pathology. Clinical teaching needs therefore - 


to be more selective, and the old system of the teaching 
round, used not only for the purpose of student teaching 
but also to enable the consultant to examine, diagnose, and 
arrange treatment for his patients, needs revision. 

Clinical teaching now needs a new orientation which will 
involve the abandonment of the infallibility myth and some 
loss of independence for the teacher. Clinical teaching 
teams should be formed under the leadership of the 
academic head of the department, The content and method 
of teaching should be the subject of team discussion and 
the results of any policy pursued discussed from time to 
time. There should be scope for liberal experimentation. 
These suggestions would restore to the teacher the interest 
and importance of his job, which has tended to diminish 
since the appointment of full-time academic staff in clinical 
subjects. Wider use could be made of conference teaching. 

These problems would be more readily solved if a real 
academic outlook could be encouraged in clinical teachers. 
In the provinces particularly, the teaching hospital, by tradi- 
tion, has developed as the sole or most important means 
of providing a service for the local community ; medical 
education was a function grafted on later. Hence, the lack 
of academic facilities in some of these hospitals and the 
excessive clinical pressure have prevented the consultants 
from developing a compelling interest in teaching, and those 
who desire to pursue research projects are only too often 
regarded with amusement or as being in need of psychiatric 
treatment. 

To remedy the defects, the first essential objective for 
teaching hospitals laid down in the Goodenough Report’ 
should be fulfilled without further delay—that is,- “ The 
interests of both patients and students are served if . . . the 
two functions of a teaching hospital, namely, the care of 


patients and the furtherance of teaching and research, 


receive equal emphasis, being regarded as complementary 
and mutually re-enforcing.” This implies that, where ex- 
cessive or unbalanced, the clinical load must be reduced and 
space and money should be devoted to the other functions. 
The redistribution of clinical skill and facilities among non- 
teaching hospitals should now make this practicable. 

The second essential is that clinical teachers should be 
freed from excessive clinical pressure. In the early years 
of a consultant’s career an abundance of clinical experience 
is essential, but in the teaching hospital it is equally im- 
portant that after a period of ten years this should be 
lessened, so that as a mature and experienced but still 


energetic man he can give more time to enrich the academic 
life of the hospital. Furthermore, a great saving of time 
and energy could be effected if he could be actively encour- 
aged to base all his activities, including private practice, in 
the teaching hospital, as is done in the U.S.A. and Germany, 
As for teaching, the clinical work of the consultants could 
be arranged in teams of appropriate age range with a block 
assignment of work, rather than an inflexible number of 
beds and sessions allotted individually. In the four main 
clinical departments (medicine, surgery, obstetrics, and child 
health) a slightly larger consultant staff might be required, 
but this might possibly be offset by a reduction in special 
departments which may be too large for the academic needs 
of the hospital. 

Professor John McMichael (Journal, August 27, p. 510) 
suggested that a short period of study abroad might prove 
extremely valuable to the established clinician. My observa- 
tions in this letter have been stimulated by a recent visit to the 
U.S.A. as an observer in several teaching hospitals and two 
months spent in one centre. This was an exhilarating ex- 
perience and impressed on me the necessity for staffs of 
teaching hospitals in this country to think much more deeply 
about their true functions in the world of medicine, before, 


as Dr. Douglas Gairdner (p. 561) warns, British medicine loses 


its position. 

There was a large framed, -photograph of a patient on 
the main corridor of a hospital in the U.S.A. which is world- 
renowned for its research activity. Under the picture was 
this inscription, “ The ———- Hospital stands for the better 
care of mother and baby through clinical investigation, 
research, and teaching.” This typified the spirit of that 
hospital and should surely be the motto of every clinical 
teacher and teaching hospital in this country also.—I 
am, etc., 

Bristol, 8. BeryL D. CORNER. 

REFERENCE 


1 Report of the Interdepartmental Committee on Medical Schools, 1944, 
p. 13, H.M.S.O. 


Diphtheria 


Sir,—I have enjoyed reading “Diphtheria” in the 
“Emergencies in General Practice ” series (Journal, Septem- 
ber 10, p. 669). Dr. A, B. Christie covers the subject very 
adequately except that no mention is made of diphtheritic 
infections of regions outside the nose, throat, and larynx: 
Those who have seen fatalities result from a failure to 
recognize diphtheritic cutaneous or wound infections will, 
I am sure, feel that some mention should have been made 
of this possibility.—I am, etc., 


Edinburgh, 8. A. G. BIGGAM. 


Psychiatry in Medical Education 


Sir,—Dr. Balint’ has said, “It is generally agreed that 
at least one-quarter of the work of the general practitioner 
consists of psychotherapy pure and simple. Some investi- 
gators put the figure at 50% or even higher; but, whatever 
the figure may be, the fact remains that tie present medical 
training does not properly equip the practitioner for at least 
one-quarter of the work he will have to do.” This raises 
the issue of training medical students for the task, but how- 
ever much time and energy is spent on the problem of 
education, little comes of it. Dr, Desmond Curran in his 
paper “ The Place of Psychology and Psychiatry in Medical 
Education ” (Journal, August 27, p. 515) makes clear that 
the psychiatrist has no place in the education of students 
in a large area of the general practitioner’s work relating 
to the psychological problems of the patient’s being ill, for 
he says: “ The recognition of the psychological and social 
aspects of disease is not psychiatry but an essential part of 
medicine, and not-only should be but must be taught by 
general physicians and surgeons.” 

In similar vein, Dr. Curran quotes Penman, who ‘has said 
in ‘his study of trigeminal neuralgia, “ Some ability to detect 
and treat psychiatric disturbances is necessary for all clini- 
cians, and especially for one who relieves chronic pain ; 
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and indeed it would be slightly absurd for him to specialize 
in a pain but not in the common mental effects of relieving 
it,” only to ask, “ Can many psychiatrists really claim that 
they have much experience of what these common mental 
effects are? How many cases of trigeminal neuralgia have 
they seen ? And does not the same principle apply to many 
other physical illnesses ?” Here, in my opinion, Dr. Curran 
shows how unconcerned he is in dealing with the patient .as 
an individual case with reactions peculiar to, and character- 
istic of, that patient. Dr. Curran desires that we should 
have a statistical account of specific reactions to trigeminal 
neuralgia in order to advise on the handling of a patient 
with the pain of neuralgia. He follows this up with: “In 
brief, the art of handling patients should be taught by 
those who are familiar with the condition from which the 
patient is suffering.” Therefore the art of handling patients 
and their psychological reactions to pain and illness should 
be taught by the person who has studied the physical disease. 
The psychiatrist, he makes clear, should not be consulted 
because it advocates “ specialization of the most pernicious 
kind .... ,” because “to claim any monopoly on the psy- 
chological and social problems involved in disease is silly 
and presumptuous and ‘quite impracticable, and even if it 
were practicable it would be harmful as tending te divorce 
mind and body.” It seems clear to me that we are dealing 
with an unwanted branch of medicine. 

Dr. Curran says: “ Difficulties in teaching psychiatry are 
far less due to an ignorance of psychology than to the 
common misconceptions concerning psychiatry that medical 
students share with the man in the street . . .”, and so 
validates a series of attacks on other schools of psychiatry 
without making any positive statements himself. 

Dr, Curran, however, wants to co-operate and integrate 
psychiatry with other medical activities and decides that the 
best way to do this is to have the psychiatric wards in close 
proximity to non-psychiatric wards. The importance of 
the work the psychiatrist does and can do in education, in 
teaching about the patient’s suffering from psychiatric con- 
ditions, is not to be undervalued, but it must be recognized 
that this does not tackle the problem as Balint sees it, and, 
I think, does not satisfy the student in his quest for an 
understanding of his patient as an individual. It becomes 
clear then why students must be threatened with examina- 
tions to make them attend lectures.—I am, etc., 

London, N.W.3. S. STEIN. 
REFERENCE 
2 Balint, M.,° British Medical Journal, 1954, 1, 115. 


Treatment of Uterine Bleeding 


Sir,—What are these “ very potent and reliable hormones 
now at one’s disposal” which Dr. Sara Field-Richards says 
in her letter (Journal, September 3, p. 619) “ will produce 
symptomatic relief by physiological control of the bleed- 
ing” (my italics) ? 

I know of none ; that is, if the words I have italicized are 
given their usual meaning. I know of preparations which 
ought to produce these results, but they seem to be 
uniformly disappointing in practice. The androgens will 
produce cessation of bleeding in some cases, but this could 
hardly be described as physiological. In fact, I believe that 
most gynaecologists would agree that the results of hormone 
therapy are very disappointing, but I would be delighted to 
learn that this is not the case.—-I am, etc., 


Manchester, 3. WALTER CALVERT. 


Sir.—I was interested and not a little perturbed to note 
the observations made by Dr. Sara Field-Richards (Journal. 
September 3, p. 619) concerning our paper on the radium 
treatment of uterine bleeding which appeared recently in 
the Journal of Obstetrics and Gynaecology of the British 
Empire. In criticizing it, she indicates that surgery could 
have been avoided in a great many of these cases and that 
they could have been treated as out-patients by “very 
potent and reliable hormones.” 


It is clearly poimted out in the paper that no less than 
721 (84.7%) of the 850 cases described were over the age 
of 41 years. I am not alone in believing that it is especially 
important at this age to be sure that excessive bleeding is 
not a symptom of malignant disease, and admission to hos- 
pital is therefore essential for further examination, includ- 
ing diagnostic curettage. The insertion of a radium tube 
is a procedure which neither substantially prolongs this 
necessary operation nor the subsequent stay in hospital. 
If Dr. Field-Richards, as she implies, treats such cases as 
out-patients without preliminary hospital examination and 
curettage, then I feel she is scarcely justified in suggesting 
to others the need for the fuller use of modern methods in 
gynaecology. 

I should be interested to know what “very potent and 
reliable hormones” she employs in such cases. © No less 
an authority than Bishop’ finds that endocrine therapy in 
menopausal bleeding seldom leads to a permanent cure, and 
states that there is much to be said for surgery. Results 
obtained in the Western Infirmary, Glasgow, lead us to 
the same opinion. In cases under the age of 41 years, child- 
bearing is still an important consideration, and in these 
instances we employ most energetically a routine of 
endocrine treatment with fair results. In the paper in ques- 
tion 129 cases under the age of 40 were treated by radium, 
and I presume it is these to which Dr. Field-Richards 
takes most exception. I would remind her that they 
occurred early in the series—some thirty years ago, when 
hormone therapy was undiscovered as a treatment for func- 
tional uterine haemorrhage. These observations may be 
unnecessary, but I feel that Dr. Field-Richards’s misinter- 
pretation of the paper cannot be aliowed to pass uncor- 
rected.—I am, etc., 

WALLACE Barr. 


Glasgow. 
REFERENCES 
1 = 147. and Charteris, A. A., J. Obstet. Gynaec. Brit. Emp., 1955, 


2 Bishop, P. M. F.. Gynaecological Endocrinology, 1951, 2nd ed., p. 52. 
Livingstone, Edinburgh. 


Exophthalmos 


Sik,—Your annotation on this topic Journal, September 
10, p. 667) leaves the reader with the impression that orbital 
decompression is the standard and recommended surgical 
treatment for exophthalmos which is threatening the integrity 
of the eyeball. 

At the recent Oxford Ophthalmological Congress there 
was a most interesting discussion on this topic, to which 
physicians, neurosurgeons, and ophthalmologists all contri- 
buted. There was general agreement that a timely tarsor- 
rhaphy was of the utmost value, not only in protecting the 
cornea and restraining the exophthalmos, but in giving the 
physician a breathing space in which to try to bring the 
exophthalmos under control by medical means. The only 
notable dissenter from this view was a distinguished neuro- 
surgeon who was understandably influenced by the very 
severe cases with which he has been confronted in the past. 

I am not suggesting that the need for orbital decompres- 
sion can be entirely eliminated by the performance of a 
tarsorrhaphy while there is still time, but I am convinced 
by my own experience that the proportion of such cases 
having to undergo such a major procedure can be greatly 
reduced by reference of such cases to ophthalmic surgeons 
by their medical and surgical colleagues before corneal 
ulceration is imminent.—I am, etc., 


Westcliff-on-Sea. 


Veno-occlusive Disease of the Liver 


Sir,—We were interested to read the paper “ Clinical 
Observations on Veno-occlusive Disease of the Liver in 
Jamaican Adults,” by Drs. K. L. Stuart and G. Bras 
(Journal, August 6, p. 348). We have recently been studying 
the Budd-Chiari syndrome from the clinical aspect," and 
our own investigations, backed by perusal of relevant liter- 
ature, led us to the belief that the definition of this syn- 
drome should be widened, At the time we were not aware 
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of the work carried out in Jamaica, but we feel that we 
have thereby received strong support. Indeed it would 
seem that the full implications of this disease entity are now 
gradually being crystallized. This we believe on the premise 
that “veno-occlusive disease of the liver”-—a somewhat 
ponderous label—constitutes an alternative to the older 
eponymous term, though its proponents may wish to restrict 
its use to an earlier stage of the condition. 

The value of the work described by Drs. Stuart and Bras 
seems to us to lie in its aetiological concepts, but we wonder 
whether the geographical emphasis should be upheld quite 
so strongly. May it not be that the dietetic factor, though 
of great local importance, transgresses boundaries and 
oceans ? It would be interesting to follow up case No. 1. 
If this patient should subsequently develop acute or chronic 
liver failure, the latter possibly associated with stigmata of 
inferior vena caval obstruction, our suggestion that his ill- 
ness should be assimilated with the Budd-Chiari syndrome 
would be justified.—We are, etc., 

Newcastle-upon-Tyne. 

Scarborough. 


E. G. Jonas. 


I. H. LAWRENCE. 
REFERENCE 


2 Jonas, E. G., and Lawrence, I. H., Brit. J. Surg., 1954, 41, 628. 


Dosage of Local Analgesics 


Sir,—We agree with Dr. John Gordon (Journal, August 
20, p. 489) that the maximum safe dose of local analgesic 
drugs must never be exceeded. We recommended the use 
of 80 ml. of 0.5% procaine without adrenaline or hyaluro- 
nidase (Journal; July 9, p. 99), and this amount is less than 
half the accepted maximum safe dose (200 ml.). The point 
made by Dr. W. N. Rollason (Journal, September 10 
p. 677) that the toxicity of procaine solution is in geo- 
metrical rather than direct ratio to its concentration is of 
great importance, and this phenomenon is more marked in 
the case of lignocaine. Thus 50 ml. of 1% solution is 
more toxic than 100 ml. of 0.5% solution. 

The three toxic reactions reported in your columns 
(August 20, p. 489 ; September 10, p. 677) followed the injec- 
tion of 34 times, 2+ times, and twice the dose we suggested, 
and in each case a more concentrated solution was used, 
in one case the absorption of the drug being facilitated by 
the addition of hyaluronidase. Our disquiet-could not have 
been greater had we recommended 0.5 g. of thiopentone as 
an anaesthetic agent to find later that 1.5 g. was being used 
and was giving alarming results. 

May we strongly advocate that 80 ml. of 0.5% procaine 
solution (without adrenaline) be used for this technique, 
and that the higher concentrations of either procaine or 
lignocaine be eschewed, together with the practice of adding 
hyaluronidase or any similar agent to the solution? We 
feel that it would be regrettable if local analgesia were to 
fall into disrepute as a result of avoidable toxic reactions. 
—We are, etc., 

J. M. GATE. 
W. A. W. DuTTON. 


Manchester. 


. 


Anaemia Following Anticonvulsants 


Sirn,—I was interested to read the article by Drs. N. 
Berlyne, M. Levene, and A. McGlashan (Journal, May 21, 
p. 1247), the letter by Dr. H. Fuld (Journal, June 18, 
p. 1475), and the article by Drs. G. M. S. Ryan and J. W. B. 
Forshaw (Journal, July 23, p. 242). May I add two further 
cases of megaloblastic anaemia due to phenytoin sodium ? 


Case 1.—A woman aged 28 was seen in the out-patient depart- 
ment complaining of tiredness, poot appetite, and palpitations. 
There was a family history of epilepsy and she had suffered 
from grand mal attacks ; these were fully controlled by phenytoin 
sodium and phenobarbitone, which she had taken for two years. 
Her weight was steady ; there was no history of bleeding or 
diarrhoea and her menstrual periods had been scanty for three 
or four months. Apart from pallor, there was no abnormality 
on examination. Her blood count was as follows: Hb, 36% ; 
R.B.C., 1.6 million ; M.C.V., 120 »* ; W.B.C., normal. Frac- 


tional gastric analysis showed normal HCl; the bone marrow 
was megaloblastic. Fat analysis of the stools over a three-day 





period was normal. Administration of 20 mg. of folic acid daily 
gave a reticulocyte response with a peak of 24% after five days, 
and after six weeks in hospital she was discharged fully recovered. 
Case 2.—A woman aged 23, seven months pregnant, who had 
been symptom-free for fourteen months, was seen owing to a 
return of grand mal attacks with the onset of pregnancy, 
although the fits were less severe than previously. She had been 
taking sodium phenytoin and phenobarbitone for nearly two 
years. It was thought advisable to admit her, as her intelligence 
was rather low, and the fits were stopped by adjustment of the 
dosage. A blood count was done, as she appeared pale, and 
this showed a haemoglobin of 52% with R.B.C., 2.4 million ; 
M.C.V., 110 «*; W.B.C., normal. Fractional gastric analysis 
showed HCl; and bone marrow revealed megaloblastic. erythro- 
poiesis. Fat estimation of the stools was normal. Physical 
examination was negative and her anaemia completely recovered , 
with folic acid. In this case there was the difficulty of deter- 
mining whether her anaemia was due to pregnancy or sodium 
hydantoinate, and this could not be established definitely. 


As the effect of anticonvulsants on the blood picture is 
not yet fully established, it might be advisable to perform 
periodic haemoglobin estimations in all patients receiving 
them regularly, and to give maintenance doses of folic acid 
if definite megaloblastic anaemia has been demonstrated.— 
I am, etc., 


Manchester, 20. * Hari VAISHNAVA. 


Fluoridation of Water 


Sir,—It is somewhat surprising that Mr. R. B. D. Stocker 
(Journal, September 10, p. 680) should endeavour to resus- 
citate that desiccated red herring, the chlorination analogy. 
The analogy is false, the purposes of the two procedures 
being fundamentally different. I would concede the neces- 
sity for the chlorination of an infected water supply, but it 
is an obnoxious expedient. There is a regrettable tendency 
to use it in place of proper purification of water supplies, 
which is far from being an advance in public health. But 
it is merely sterilization by the addition of a gas of known 
effect, and one which largely evaporates before the water is 
consumed, and which can be removed entirely by boiling 
the water, which on the other hand concentrates the fluorine. 

If the public health mind cannot distinguish between 
sterilization with a mild and removable toxin and dosing 
the entire population with a substance designed to produce 
a physical change in the body (it is a mere quibble to talk 
of prophylaxis rather than therapeutic effect), then they will 
certainly not be able to distinguish between fluoridation and 
wholesale mass treatment with any drug they think suitable. 
The great danger inherent in the surrender of personal 
freedom of choice to these people is obvious. 

The ion argument is a piece of oversimplified logic. No 
one knows with any certainty what happens to sodium 
fluoride in the body. As regards the Swedish ban, I would 
refer Mr. Stocker to an article in Dagens Nyheter (Stock- 
holm, February 25, 1955). Though often quoted, the Swedish 
and Swiss bans have not been denied by the Ministry. 

It must surely be evident to Mr. Stocker that fluorine 
passes from contaminated herbage into animals and from 
meat into man, and can also contaminate soil and so vege- 
tables, so that no one can possibly say how much any 
individual may have taken. To say that fluoridation at 
1 p.p.m. is safe is as meaningless as saying that 1 Ib. 
is no burden without specifying the weight already 
carried. Like all the proponents of fluoridation, Mr. Stocker 
merely repeats the well-worn official line and fails to offer 
a shred of real evidence for its safety, nor any justification 
for the dangerous assault upon personal freedom.—I am, 
etc., 


Darlington. WILLIAM C. FOTHERGILL. 


Treatment of Tuberculosis 


Sir,—I read with interest your annotation on home and 
clinic treatment of tuberculosis (Journal, August 13, p. 424) 
and the subsequent letters, There is much that can be done 
for our patients on such a regime, but the adoption of this 
course must be made with caution. It would be regrettable 
if, in their enthusiasm, clinic physicians had their judgment 
+ 
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of the requirements of the case impaired thereby. This is 
not a new step by any means in Glasgow, where of necessity 
we started extensive and comprehensive domiciliary treat- 
ment during the war. Put, though our results on the 
whole are impressive, I am convinced that better results 
would have been obtained by a combination of hospital and 
home treatment. As has occurred with all the various 
methods used in combating tuberculosis, it is only with 
experience and the passage of time that we see each in its 
true perspective and so finally use it to the best advantage. 

I should like to see developed something of the “ pre- 
cure” system which is being employed increasingly in 
France. Thus, all new cases possibly and probably requir- 
ing treatment would be admitted to a special convenient 
“hostel” for a few weeks for accurate assessment of their 
needs, each being considered from all aspects, physical, 
mental, and social. Only then should a patient, having been 
found suitable, and with the full co-operation of the general 
practitioner, be started on the home and clinic regime of 
treatment. For those requiring hospital treatment it affords 
the opportunity of selecting the hospital most appropriate to 
the patient’s particular requirements. 

When eventually the patient is considered fit to resume 
employment the continuance of maintenance chemotherapy, 
as Dr. B. C. Thompson points out (Journal, September 3, 
p. 620), presents little practical difficulty. The use of these 
drugs on a prophylactic basis is, however, very much another 
story.—I am, etc.; 


Glasgow G. B. MARSHALL CLARKE. 


Colour-blindness 

Sir,—I was most interested in the letter by Professor J. 
Chassar Moir on colour-blindness (Journal, August 20, 
p. 488). I can confirm from personal experience, for I am 
one of the unfortunates who suffer from the malady, that 
viewing objects through a red glass does in fact differentiate 
the red from the green, but only in shade. In this last 
feature lies the crux of the whole subject. The spectrum 
of the person who is red-green “colour-blind” is deficient, 
totally deficient, in red; he sees pure red as black. Why 
then should there be any difficulty in distinguishing 
colours? Surely he should see red roses as black and 
red pillar-boxes as black and red bank notes as black. He 
certainly does not. Of course, the explanation is that few 
reds are pure red; most have a yellow (or orange) bias, 
some a blue one; hence “blue” roses, “orange” pillar- 
boxes, and so on. They differ in shade from their surround- 
ings sometimes. 

Some years ago I tried wearing a pair of red-tinted goggles 
for night-driving. They were advertised as diminishing 
glare. They did that all right, and made the darkness seem 
darker. But the reason I had to abandon them rapidly 
was that, to me, they made the rear lights of traffic ahead 
the same colour as the headlights of oncoming vehicles—a 
different shade, slightly, but a different size anyway: the 
result on an unfamiliar busy main road was infinitely 
dangerous.—I am, etc., 


Kilbarchan, Renfrewshire. J. H. MIrcHeELt. 


Sir,—During routine examination of Territorial Army 
personnel I discovered a colour-blind sergeant. He was 
quite unable to read the Ishihara figures, and frankly did 
not believe that the next two men could see what were 
the correct figures. His final proof that he was not colour- 
blind was that he was a painter and mixed the paints for 
a very large coach-hiring firm who paint their coaches in 
two different colours.—I am, etc., 


London, E.C.2. M. S. Purvis. 


“ Vomiting Sickness ” 

Sir,—Your special correspondent, writing on the British 
Association for the Advangement of Science (Journal, 
September 10, p. 672), tells of Professor C. H. Hassall 
describing “ the recent demonstration that the disease known 
in Jamaica as ‘ vomiting sickness’ was caused by the ackee 


apple.” 


My original monograph in proof of this was published 
in the Annals of Tropical Medicine and Parasitology,’ and 
this has been quoted and referred to in practically every 
book on tropical medicine published during the past 39 
years, ‘so the interpretation can hardly be described as 
“recent.” I hope you do not mind my calling your atten- 
tion to this.—I am, etc., 

Braintree, Essex. H. HAROLD SCOTT. 
: REFERENCE 
1 Scott, H. H..» Ann. trop. Med. Parasit., 1916, 10, 1. 


Investigation of Chemical Contraceptives 


Sirn,—Drs. Helena Wright and G. Barry Carruthers 
(Journal, September 10, p. 681) are appealing for volunteers 
to co-operate in their experiments. They state that “the 
worst that can happen” as a result of trial of chemical con- 
traceptives “is postponement of conception by one or two 
cycles.” This may well be so, but medical history has 
shown that sharp artificial alterations of the environment 
may produce unexpected and undesirable consequences. It 
would be interesting to know precisely what chemical sub- 
stances Drs. Wright and Carruthers are using for these trials 
and also to what extent these have been tested on animals 
to discover whether it is possible by their use to produce 
any abnormalities in the offspring should pregnancy result. 

A great many congenital abnormalities of unknown 
aetiology occur in humans, and it would be unwise to intro- 
duce further hazards until the possibility of ill-effect has 
been meticulously excluded. So far as we know the most 
vulnerable period in the reproductive cycle is the early stage 
after implantation, but it cannot be presumed that chemical 
action on the spermatozoa or on the zygote immediately 
after fertilization and before implantation is free from 
danger.—I am, etc., 


London, S.W.17. BRIAN H. KIRMAN. 


Uterine Ischaemia and Pre-eclampsia 


Sir,—Your excellent leading article on toxaemia of preg- 
nancy (Journal, September 10, p. 644) sharply focuses atten- 
tion on uterine ischaemia as a prime factor in its aetiology, 
but thereafter advances a thesis of placental toxins without 
any justifications 

Few to-day will deny that relatively excessive—in the case 
of the primigravid—or excessive stretching of the uterus by 
its contents is in keeping with the concept that myometrial 
stretch has aetiological connexion with the toxaemic syn- 
drome. That it alone could be responsible for both myo- 
metrial ischaemia and consequent placental ischaemia is 
perfectly defensible. Experimentally Franklin and Winstone’ 
have shown that stretch of the rostral portion of the vagina 
can evoke oliguria and occasionally albuminuria and hyper- 
tension—direct evidence of great value in view of the 
immunity of the experimental animal from toxaemia ; whilst 
Franklin®? and I° have demonstrated that uterine stretch 
evokes renal cortical ischaemia from which the signs of 
the syndrome can clearly stem. Renal cortical ischaemia 
is responsible for humoral pressor substance, and both 
vaso-excitomotor substance and renin have been identified 
by Dexter* as being present in excess in the blood in pre- 
eclampsia. 

You lightly dismiss my thesis by failing to distinguish 
between renal blood flow and renal cortical ischaemia on 
which it is founded. That renal cortical ischaemia does 
occur as a concomitant is amply shown by the reduced 
glomerular filtration pressure that maintains in pre- 
eclampsia,®~** an occurrence that must be inferred despite 
your claim that the renal blood flow (R.B.F.) is within nor- 
mal limits. In parenthesis I would state that in the absence 
of extraction determination of para-amino hippuric acid no 
data of R.B.F. are valid, and as far as I know none have 
ever been provided. 

That placental toxins cannot be invoked in the aetiology, 
I have already shown by the fact (a) that post-partum 
eclampsia may arise, (b) that death of the foetus in utero 
allows for the complete abatement of the toxaemic process, 
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an abatement which continues during any subsequent period 
of foetal retention, (c) that the onset of labour can thereafter 
provoke a recrudescence of all the toxaemic signs, and, 
finally, (d) from the data of Morris'* who found in (b) that 
the reduced myometrial circulation time hitherto accom- 
panying the pre-eclampsia immediately increased to a rate 
that could be construed as typical of a corresponding period 
of normal pregnancy on the death of the foetus, and the 
concomitant improvement of the patient. From Morris’s 
data a circulating placental toxin should have—if it had 
been present—affected the patient entirely adversely. Above 
all, no search has yet revealed this hypothetical and “ attrac- 
tive” substance. 

You permitted me’* to adduce evidence, to account for 
recovery post-partum, that the renal artery suffers a con- 
striction in pre-eclampsia. I would contend that the sum- 
mation of all the evidence supports my thesis of toxaemia 
founded on the resistance to stretch of the myometrium 
which evokes the Trueta mechanism, comprising all these 
renal changes.—I am, etc., 


London, W.1. J. SOPHIAN. 
REFERENCES 
''Franklin, K. J., and Winstone, N. E., J. Obstet. Gynaec. Brit. Emp., 
1955, 62, 29. 
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Duodenal Ulcer Treated by Vagotomy and 
Gastro-enterostomy 


Sir,—As Messrs. Holt and Robinson’ have recorded an 
almost identical percentage of satisfactory results in a series 
of cases from the Manchester Royal Infirmary as my own— 
87% and 88%: respectively—I feel an attempt should be 
made to explain the much lower incidence of satisfactory 
cases (47%) obtained at St. Mary’s Hospital. Mr. G. F. 
Henson and Professor C. G. Rob (Journal, September 3, 
p. 588) record that 12% of the cases developed recurrent 
ulceration and a further 39% were otherwise unsatisfactory. 
The only explanation I can suggest for the discrepancy is 
the possible use of a higher vertical posterior gastro- 
enterostomy instead of a very low posterior horizontal one 
near the pylorus, as was stressed by Mr. Holt and myself, 
although we worked quite independently. A low gastro- 
enterostomy drains the paralysed stomach better and appears 
to be associated with a reduced incidence of post-operative 
syndromes and possibly also less recurrent ulceration.— 
I am, etc., 


Liverpool, 1. M. J. BENNETT-JONES. 
REFERENCE ‘ 


1 Holt, R. L., and Robinson, R. F., Brit. J. Surg., 1955, 42, 494. 


Priapism 


Sir,—We were interested to read Dr. E. Montuschi’s letter 


(Journal, September 10, p. 676) describing a case of priapism 
which developed during an acute exacerbation of chronic 
bronchitis. A similar case was seen by us in this hospital 
recently. 

The patient, aged 59, was admitted to hospital with a 
history of cough and breathlessness for two weeks and of 
swelling and discoloration of the penis for five days. He 
had a temperature of 101° F. (38.4° C.). He was ortho- 
pnoeic and cyanosed, his chest was emphysematous, and 
there were signs of marked bronchospasm. The patient 
complained that micturition was difficult and painful, and 


he was found to have:a tender, swollen penis which was 
erect and discoloured. A rectal examination revealed no 
abnormality, and no cause was found for the priapism. He 
was treated initially with heparin followed by pheny!l- 
indanedione. He made an uneventful recovery. His acute 
respiratory infection subsided with antibiotic therapy.—We 
are, etc., 
M. S. PaTuy. 
Liwynypia, Rhondda. K. G. HINGORANI. 


Diabetes and Pregnancy 


Sir,—Dr. W. G. Oakley and Mr. J. H. Peel (Journal, 
September 3, p. 618) severely criticized Dr. M. I. Drury on 
humanitarian grounds for saying in his letter ( Journal, 
August 13, p. 435) that, when the “end is already in sight” 
in diabetes, pregnancy does not influence matters signifi- 
cantly. Earlier in their letter they say that differences of 
opinion inevitably arise concerning the purely medical 
aspects of therapeutic termination of pregnancy and that, 
in addition, other issues, “ emotional, ethical, humanitarian, 
and religious,” arise to “c!oud the judgment and obscure 
the reason.” 

To establish the charge that those who are opposed to 
therapeutic abortion are inhumane it would be necessary 
to show that patients who have had a therapeutic abortion 
are less physically and mentally distressed than those who 
have not. Is this really the case? And are therapeutic 
abortions in these circumstances always free from danger 
both to the physical state of the patient and to her mental 
peace of mind? And in view of their statement that there 
is a chance of survival of a healthy foetus, even though 
less than 50%, would not Dr. Oakley and Mr. Peel agree 
that as doctors our function in society is not only to alle- 
viate suffering but to save lives? And lastly, is religion 
really an issue which “clouds the judgment and obscures 
the reason” ? Would it not be more accurate to say that 
many of the great advances in medicine and surgery have 
sprung from religious sources ?—I am, etc., 


Braintree, Essex. M. C. WILKINSON. 


A Simple Blood-grouping Method 


Sirn,—Mr. J. T. Rice-Edwards (Journal, September 10, 
p. 681) draws attention to a very simple type of blood- 
grouping system which he saw in Copenhagen. The tech- 
nique referred to is the Eldon card method’ which we now 
use at the medical centre of a large chemical industrial 
plant in Cheshire. The cards are not yet available in this 
country, but they may be obtained from the Nordisk 
Insulinlaboratorium, Gentofte, Denmark. The ABO cards, 
which also contain an anti-D panel, are priced at 150 Kr. 
for 100, or approximately one shilling and sixpence each. 
In addition, there is a CDE card issued which is priced at 
300 Kr. for 100. The method has all the advantages claimed 
by Dr. Rice-Edwards and is invaluable in a laboratory 
where supplies of ordinary grouping sera are practically 
unobtainable.—I am, etc., 


Chester. Puitie Boyp. 
REFERENCE 
1 Eldon, K., Dan. med. Bull., 1955, 2, 33. 
Weekly Brain-dusting 


Sir,—I am surprised that your stimulating articles in the 
Journal of August 27 have brought little comment. I have 
always regarded Moses as the wisest of men. “The Lord 
spake unto Moses”; and whether this was literally or 
metaphorically true there is no doubt by his wisdom he out- 
classed his contemporaries more than any man of any other 
generation. What he said about the Sabbatical year was, 


“ And the Lord spake unto Moses in Mount Sinai, saying, 
Speak_unto the children of Israel, and say unto them, 
When ye come into the land which I give you, then shall 
the land keep a sabbath unto the Lord. Six years thou shalt 
sow thy field, and six years thou shalt prune thy vineyard, 
and gather in the fruit thereof; But in the seventh year 
shall be a sabbath of rest unto the land, a sabbath for the 
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Lord: thou shalt neither sow thy field, nor prune thy vine- 
yard. That which groweth of its own accord of thy harvest 
thou shalt not reap, neither gather thé grapes of thy vine un- 
dressed ; for it is a year of rest unto the land” (Leviticus, 
chapter 25, verses 1-5). 

If he returned now I feel sure he would say that the law 
needed amending: that Turnip Townsend 180 years ago had 
upset his theories, and modern mechanization had made it 
reasonably possible to follow an earlier edict: “Be fruit- 
ful and multiply and replenish the earth.” However, a 
modern Moses might well say that, though what he said of 
the soil 7,000 years ago was not practical politics to-day, yet 
what he said about the Sabbath still held. I hope he would 
advise a five-day week, Saturday to be devoted to solving, if 
possible, some of the problems that have arisen, or perhaps 
attending a medical conference, and Sunday for “ refresh- 
ment of the spirit.” 

Translated into practice for consultants this would mean 
Monday to Friday from 9 to 1 and 2 to 5 for more or less 
routine work. Emergencies and urgencies only would be 
dealt with on Saturday or Sunday, when skeleton staffs of all 
grades would be available. Nurses, especially the married 
ones, would have greater opportupities for service, as would 
married women doctors by helping, but not at week-ends. 
If this plan meant an increase of consultants I believe we 
would be happier if we refreshed body and soul at the 
week-end rather than seeking the fleshpots. Brain-dusting 
would be a weekly instead of a five-yearly affair. I feel 
sure my friend Douglas Hubble (p. 505) would agree with 
this, for he has in his delightful way shown us that the 
whirligig of time brings in’ its revenges. This scheme 
would not interfere with anyone taking a Sabbatical year 
off if he could persuade his employers to agree to it, but 
let us realize that Dr. K. J. Franklin’s 10-month absence in 
America (p. 507) was not a Sabbatical year by any standard. 

Moses viewed the promised land from Mount Abarim 
but was not allowed to enter it—I am, etc., 


Rugby. R. E. Smitu. 


Intermittent Positive Pressure Respiration 


Sir,—While the introduction of I.P.P.R. (intermittent posi- 
tive pressure respiration) has saved the lives of many 
otherwise hopeless cases of bulbar poliomyelitis, it has also 
become apparent that the use of this method should reduce 
the mortality of diseases such as acute polyneuritis and 
tetanus (with curare) to almost nil. Cases of respiratory 
insufficiency after chest operations, respiratory arrest after 
anaesthesia, and drug poisoning have also been handled with 
benefit by this method. ; 

In order to collect information regarding the type of case 
which responds to LP.P.R., those in charge of such cases 
are invited to exchange with us particulars of patients 
treated.—We are, etc., 

W. Ritcuie RUSSELL. 
A. CRAMPTON SMITH. 


Respiration Unit, 
J. M. K. SPALDING. . 


Radcliffe Infirmary, Oxford. 


Royal College of Midwives Appeal 

Sirn,—The letter from Mr. C. S. B. Wentworth-Stanley 
(Journal, September 17, p. 738) calling attention to a national 
appeal for funds for a new building for the headquarters 
of the Royal College of Midwives will arouse the interest 
and, I hope, the support of members of the medical pro- 
fession. 

The Royal College has now a membership of over ten 
thousand, and it is only appropriate that its new headquarters 
building should be worthy of the very wide interests which 
it will have to serve. I feel certain that members of the 
medical profession, and general practitioners in particular, 
will wish to play their part in achieving Mr. Wentworth- 
Stanley's target, and I wish the appeal all possible success.— 
I am, etc., 


E. A. GREGG, 
Chairman of Council, 
British Medical Association. 


London, W.C.1. 


Obituary 








J. C. SPROULE, C.B.E., L.R.C.P.L., D.P.H. 


Brigadier J. C. Sproule, who had a distinguished career 
in both the first and second world wars, died on May 15 
at the age of 67. 

James Chambers Sproule was born on August 28, 
1887, the fourth son of Alexander H. R. Sproule, J.P., 
of Fintona, Tyrone, and was educated at the Royal 
School, Raphoe, receiving his medical training at the 
Dublin Royal Colleges. He obtained the Irish Conjoint 
diploma in 1912, and took the Belfast D.P.H. in 1926. 

Immediately after qualification, Sproule entered the 
R.A.M.C. as a lieutenant, being promoted captain in 
1915. He served in France throughout the first world 
war, was twice mentioned in dispatches, and, in addition 
to receiving the British war medals, was awarded the 
French Croix de Guerre in 1920. In the previous year 
he was appointed O.B.E. for his war services. Receiving 
his majority in 1924, he was promoted lieutenant-colonel 
in 1934, colonel in 1940, and temporary brigadier in 
1942. During the second world war he was again men- 
tioned in dispatches, and in 1941 was promoted C.B.E. 

During his service career Sproule held a number of 
important appointments, including those of deputy assis- 
tant director of hygiene in India, from 1929 to 1933, and, 
later, deputy director of hygiene in the Middle East 
Force, the Scottish Command, and the Eastern Com- 
mand. He retired in 1947 and went to live at Somerton, 
in Somerset, where he became county medical officer for 
the British Red Cross Society. He married Miss Clare 
S. Aldous, second daughter of Mr. G. F. Aldous, 
F.R.C.S.Ed., of Plymouth, in 1915, and she survives 
him, together with the son and daughter of the marriage. 


Dr. E. J. RyaN-MaCManon writes from Greenmount, 
Western Australia: Having enjoyed the privilege of working 
with the late Brigadier Sproule when he was deputy director 
of hygiene, Middle East Force, I wish to pay tribute to his 
memory. He did an enormous amount of work during the 
depressing period that preceded Alamein. Sproule’s know- 
ledge of the Middle East was such that he was constantly 
being consulted by departments unrelated to medicine, 
wherefore he suffered frequent interruptions, but he always 
displayed admirable patience and unfailing courtesy. He 
made a very big contribution to the success of a victorious 
campaign and left behind the impression of a noble and 
kindly gentleman. 


Sir JAMES WALTON, K.C.V.O., M.S., F.R.C.S. 


Dr. Patrick HEFFERNAN writes: I first made Sir James 
Walton’s acquaintance in 1944, when at the London 
Hospital he removed from my abdomen, to the accom- 
paniment of an. obbligato of “ doodle-bugs,” a greatly 
enlarged gall-bladder packed with stones. We soon 
discovered that we had an unusual scientific interest in 
common—the atomic lattice-structure of minerals—and I 
was delighted to be able to contribute to his collection at 
Spey House some specimens of Derbyshire “ Blue-John” 
(“ Bleu-jaune,” calcium-manganese-fluoride), which mineral 
was, up to then, lacking from his cabinets. Sir James was 
one of the first leaders of his profession in England to 
realize the importance of atomic lattice-structure in the 
aetiology and pathology of disease caused by mineral dusts, 
and in his book Physical Gemmology (London, Sir Isaac 
Pitman and Sons), written after his retirement from practice, 
he pays a generous tribute to my contributions to the 
literature of that subject. I mourn the passing of a good 
friend and a very charming gentleman. 
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LORD HORDER OF ASHFORD 
: G.C.V.O., M.D., D.C.L., F.R.C.P. 


Mr. A. B. GiLMowur, President of the British Medical 
Students’ Association, writes: I cannot attempt to add 
effectively to the eloquent tributes already paid to Lord 
Horder. I. would, however, like to record the apprecia- 
tion of another of the many associations he befriended. 
Lord Horder was Honorary Vice-president of the British 
Medical Students’ Association from its foundation; he 
always, despite so many commitments, took a keen interest 
in student affairs, withholding his comments like a wise 
parent with an adolescent child, yet always ready to give 
his invaluable advice when approached, and was a gener- 
ous supporter of our activities. He was particularly 
interested in plans to encourage vocational travel among 
medical students. “If I had my time over again... I 
would travel more and travel younger,” he said, when open- 
ing our last annual meeting. On this occasion he presented 
what was to be his last gift to the association, a president’s 
badge of office. He wiil be greatly missed for his kindly 
interest, his generous support, and his stimulating criticism 
and advice. 


R. M. F. PICKEN, C.BE., M.B., D.P.H. 


Dr. M. I. ADaMs writes: May I be allowed to pay a brief 
tribute to my one-time chief, Professor R. M. F. Picken, 
with whom I was privileged to work in the city of Cardiff 
when he was medical officer of health? He was a man of 
wide interests and well informed in medicine generally and 
in his own special subjects in particular. He adorned his 
office and was a true guide, encouraging his assistants to 
investigate scientifically, and set their feet on the right road 
along lines relating to research. He was most kindly, with 
shrewd worldly wisdom and wide experience. He made a 
good friend, full of sympathy and understanding. It was 
delightful to be a guest in the home of Dr. and Mrs. Picken. 
Social and preventive medicine have received a serious blow, 
greatly to be regretted. 


T. G. CAMERON, M.C., F.R.CS. 


Dr. R. ANDERTON writes: It was with great sadness that I 
read in the Journal of August 27 (p. 568) of the untimely 
end of Gordon Cameron. As C.O. of the 11th Light Field 
Ambulance I first met him when he was posted to the unit 
on joining the Army. His friendliness and eager enthusiasm, 
with his quick and agile brain, made him instantly liked 
and an asset to the unit, of which he soon became an 
integral part. During the years he was with us he could 
always be relied upon to carry out his duties efficiently 
and well and without fuss, either in the field or in the mess. 
He was outstandingly popular with all ranks and a favourite 
of the regiments to which he was loaned on various occa- 
sions. His subsequent career bore out the promise of his 
early days, as he was obviously destined to make his mark 
and achieve greatness. He will be sadly missed by all who 
knew him. 


HOWARD K. GRAY, M.D., M.S., F.A.C.S. 


Mr. REGINALD S. MurLey writes: The warm friendship, 
prodigious hospitality, and great kindness of Dr. and Mrs. 
Howard K. Gray are remembered with affection by a host 
of British visitors to the Mayo Clinic, who will deeply 
mourn “ Howdie’s” death. Sir Heneage Ogilvie (Journal, 
September 17, p. 743) has mentioned the special interest of 
the Howard Grays in the younger surgeons who visited 
Rochester, and, as one of those who stayed with them only 
a few months ago, I would like to add my tribute. It was 
a singular pleasure to watch “ Howdie” at work and to see 
how much he was respected and loved by his colleagues. 
He was a real saint, and his example was a true inspiration. 
He always seemed to find time to inform and entertain his 





visitors on all aspects of the life and work of the Mayo 
Clinic, and one never ceased to be astonished by his kind- 
ness, humility, tolerance, and true Christianity. It was a 
wonderful experience to live in the Gray household. 
“ Howdie’s ” sound judgment and sanity in clinical matters 
were matched by similar qualities in other aspects of his 
life. He had a delightful sense of humour and a delicious 
fund of stories which were always wonderfully told. It 
was his great delight to take his British visitors aboard his 
motor crpiser on that lovely stretch of the Mississippi near 
Lake City, Minnesota, and it is therefore all the more tragic 
for us to hear of his drowning there. To have known 
“ Howdie” was a rare and enriching experience. The pro- 
found sympathy of his many British friends will go out-to 
his very devoted wife and to his son and daughter in their 
cruel and untimely loss. 





The sudden death of Dr. D. J. FerGuson on August 8, 
at his home at Walsall, is a grievous loss both to his 
patients and to the profession. He was only 53, and men 
such as he cannot easily be spared. ~ Donald John Ferguson 
was born on July 21, 1902, and, after graduating M.B., 
Ch.B. at Glasgow University in 1927, entered practice at 
Manchester. Later he moved to Blackburn, and finally 
settled at Walsall in 1935, where he built up a reputation for 
all that is best in general practice, His help was always 
readily forthcoming, and those with whom he worked knew 
him for a man of infinite patience and tolerance. Quiet 
and retiring by nature, he had nothing but good will for his 
fellow men. Our deepest sympathy goes to his widow.— 
J. M.L. 


The many friends of Dr. ELUNED (Lyn) Evans, of Mitcham 
learned of her death on August 19 with great regret. Born 
in Pontymmer, South Wales, in the year 1902, she was 
educated at Howell School, Llandaff, Cardiff, and at Uni- 
versity College, Cardiff. She qualified M.R.C.S., L.R.C.P. 
from the Westminster Hospital, London, in 1928, and was 
subsequently a house-surgeon there. Dr. Evans was a well- 
known figure in the communal life of Mitcham, where she 
had resided for 26 years. In 1946 she was appointed a 
justice of the peace for the county of Surrey, and subse- 
quently chairman of the Wallington and Mitcham Juvenile 
Court, and threw herself wholeheartedly and conscientiously 
into her work in this field. Not for her the mere occasional 
sitting in the seat of judgment and the signing of forms. She 
studied those who broke the law, and here her medical know- 
ledge and understanding of people were of the utmost advan- 
tage in dealing with the juvenile delinquent and in giving 
him advice and a helping hand as well as justice. She had 
many outside interests beside that of assisting her husband, 
Dr. Ivor Evans, in his practice. She was divisional surgeon 
to a St. John’s nursing division, and during the war served 
with a mobile unit. In 1953 she was honoured by being 
made a St. John Nursing Sister. She was also honorary 
medical officer to both the Mitcham and Surrey women’s 
athletic clubs. Dr. Evans leaves a husband and three 
daughters, the eldest of whom qualified in June at the 
Welsh National School of Medicine and was awarded the 
Cardiff Medical Society prize on qualification. 


With the death of Dr. Emity C. THOMSON on August 21, 
at the age of 91, Dundee has lost its first woman doctor. 
Emily Charlotte Thomson, who was born in 1864, was a 
student at the School of Medicine for Women, Edinburgh, 
where she graduated M.B., C.M. in 1889. Later she studied 
at Rouen and at Dublin, gaining the Licentiate of Midwifery 
of the Rotunda Hospital. She was for a time demonstrator 
in anatomy at the School of Medicine for Women, Edin- 
burgh, and was appointed medical officer to the Hospital 
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for Women, Dundee. The first woman doctor to practise 
in Dundee, she started there in 1891, and for many years, 
until her retirement in 1922, was in partnership with the 
late Dr. Alice Moorhead. 


Professor MARGARET FAIRLIE writes: Dr. Thomson. was 
a true pioneer, with a strong and vigorous personality. She 
did valuable work in the social services and in the organiza- 
tion and raising of money for the Dundee Women’s Hospi- 
tal. _She had many interests outside her profession ; old 
furniture, pictures, books, her garden, and holidays abroad. 
She was very well informed and had a remarkable memory, 
and up to the end she took a lively interest in current affairs. 
To-day, the women doctors in Dundee who knew her 
acknowledge their debt to Emily Thomson, who, by her 
wise and dignified bearing in all matters pertaining to her 
profession, did much to advance the cause of medical 
women in this city at the beginning of the century. 


We announce with regret the death in a motor accident 
of Dr. G. R. BUcHAN on August 27 at the age of 25. George 
Robbie Buchan, or “Bucks” as he was affectionately 
known, was a native of Peterhead. He studied medicine at 
Aberdeen University, graduating M.B., Ch.B. in 1953. 
While at the university he took an active part in student 
life, and was a keen member of the university air squadron, 
being one of the first pupil pilots. After graduating he 
completed his provisional registration year, and fulfilled his 
second ambition by joining the Royal Air Force. He 
obtained a short-service commission and had intended taking 
a permanent commission. His death will be deeply mourned 
by his colleagues, for he was a popular member of his year, 
and it is sad that a promising career should be cut off at 
such an early stage. Our deepest sympathy is extended to 
his wife and infant son, and also to his parents.—C. G. C. 


Dr. EvetyN CurisTiNA McDonaLD McGrecor, who died 
suddenly after a short illness on August 26, was born in 
Airdrie and educated at Glasgow High School and later in 
Switzerland. Her love of music was developed there, and 
she spent many holidays subsequently in Switzerland, prefer- 
ably in places in the high mountains. After graduating 
M.B., Ch.B. at Glasgow University in 1919 she took the 
D.P.H. at London University in 1922. She graduated at a 
time when the maternity and child welfare services were 
just developing, and after a short period in Paisley she went 
as assistant medical officer in the maternity and child wel- 
fare department of Nottinghamshire County Council in 
1923. From Nottingham she went to Shoreditch Metro- 
politan Borough Council in 1930, and she will best be 
remembered for the work she carried out there. The Kings- 
land Road centre became a place of great activity in the 
maternity and child welfare field. Mothercraft teaching was 
very close to Dr. McGregor’s heart, andthe devotion and 
enthusiasm she instilled into those around her made the 
centre a place it was a pleasure to visit. She also developed 
a flourishing health-visitor training centre, and there must 
be many health visitors who look upon their student days at 
Kingsland Road as a period to be remembered, because Dr. 
McGregor, by her careful and detailed teaching, sent them 
out fully equipped for their work. She also developed the 
premature baby unit at Kingsland Road. Premature babies 
were nursed in their own homes by a nurse specially trained 
in the specialist care that is required for these infants, and 
any equipment could be obtained from the centre that would 
make this care more sure. The mothers and children of 
Shoreditch had a good friend and wise adviser in Evelyn 
McGregor. In 1948, when the National Health Service Act 
came into operation, she had to lose her identity with 
Shoreditch, for she became deputy divisional medical officer 
under the London County Council. Her division comprised 
the Metropolitan Boroughs of Shoreditch, Hackney, and 
Stoke Newington. She did not like giving up the work she 
had spent so many years in developing, but she threw her- 
self into her new sphere with her usual enthusiasm. Truly 


it may be said that her main concern during her thirty 
years in maternity and child welfare work has been for the 
health and happiness of women and children.—A. M.-W. 


Dr. KatHerine M. Hirst writes: I should like to add 
a few words of tribute and appreciation of Evelyn 
McGregor. She was not one to seek the limelight—indeed 
she shunned it—but among her colleagues in the child 
welfare service she will be affectionately remembered—and 
remembered too with gratitude by the mothers in Shore- 
ditch, where the greater part of her work was done. Her 
unfailing kindness and her quiet voice, with a touch of 
the Scots accent, revealed a sensitive mind, but almost hid 
a steady determination to be satisfied with nothing short 


of the best in the service of mothers and children. Slip- : 


shod, time-serving work was abhorrent to her. She leved 
her work, but did not allow it to absorb and narrow her. 
Evelyn McGregor was one of those on whose work and 
personality the best traditions of the child welfare service 
have been built. 


Dr. W. E. Boyp, until recently senior physician to the 
Glasgow Homoeopathic Hospital, died at his home in 
Glasgow on September 8, aged 64. William Ernest Boyd 
was a native of Glasgow and educated at Glasgow Academy 
and Glasgow University, graduating M.B., Ch.B. in 1915. 
During the first world war he served in the Royal Navy, 
and on his return to civilian life in 1919 he proceeded to 
the degree of M.D. Thereafter he practised in Glasgow 
and in 1920 joined the staff of the Glasgow Homoeopathic 
Hospital, first as radiologist and then as physician. He was 
the first consultant to the hospital under the National Health 
Service. 


Dr. T. D. Ross writes: At anearly age Boyd began 
researches into the nature and action of homoeopathic 
remedies, his first paper on the subject being published in 
1922. This work gradually enlarged and developed along 
several different lines connected with electronics, biophysics, 
and biochemistry, and reached a successful culmination last 


year with the publication of his paper “ Biochemical and ¢ 


Biological Evidence of the Activity of High Potencies.” 
This work is remarkable for the care taken to control every 
possible error, and it gave scientific proof of the presence 
in microdoses of mercuric chloride (diluted to the region 
of 10-*') of a factor capable of accelerating the hydrolysis 
of starch with diastase. A force latent in drugs and liberated 
by the process of dilution and succussion had long been 
postulated by homoeopathic physicians, but Boyd in this 
work presented proof of its existence under most stringent 


laboratory methods and controls, leading the way into a — 


new field of research as to the precise nature of this force. 
The Boyd Medical Research Trust, of which he was founder 
and honorary director, is being carried on under the director- 
ship of one of his sons. That Boyd’s work achieved 
such a reputation was due to his original thinking 
in a wide and little-known field, his forward-looking mind, 
and his integrity and care for every detail. Dr. Boyd 
was largely responsible for founding the Glasgow Sunday 
Meetings in 1909, which later joined with the Scottish School- 
boys’ Camps to form the Scottish Schoolboys’ Club, through 
which many hundreds of boys are encouraged to discover 
the full meaning of the Christian faith. He maintained an 
active interest in the movement as vice-chairman throughout 
his life. It may have been these contacts with youth that 
gave him a boyish sense of humour and charm, pleasant 
foils to his serious and exacting scientific outlook. His life 
was dedicated to medicine and research in humanity's service, 
and he brought great gifts to these high aims. All who knew 
him were impressea by his statesmanlike grasp of the essen- 
tials of a problem whether in medicine or administration, 
by his common-sense understanding of the possible, and by 
his rare gift of seeing further ahead than most of us. Willie 
Boyd was a kindly and modest man, and ideally happy in 
his home. He is survived by his wife, two daughters, and 
two sons, who are both doctors. 
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Dr. D. J. Jones, a well-known Dowlais, Glamorganshire, 
practitioner, died on August 27 at the age of 56. David 
James Jones was born on September 12, 1898, and was 
educated at Cardiff and at St. Thomas’s Hospital, qualifying 
M.R.C.S., L.R.C.P. in 1924. For many years he was the 
public assistance medical officer in the district of Merthyr 
Tydfil, and was afterwards in general practice. He was 
popular among his colleagues and much loved by his 
patients for his kindly nature and unremitting care. It was 
characteristic of him when near his second qualifying 
examination to give up his medical studies to enlist in the 
ranks, and he served in France for three years in the first 
world war. He leaves a widow and three young children, 
with whom deep sympathy is felt—I. J. D. 


Dr. H. Lovett HOFFMAN writes: I would like to add a 
tribute to the memory of Dr. THOMAS WILSON-SMITH, whose 
obituary appeared in the Journal of August 20 (p. 497). I 
succeeded him in his practice in 1938, when he retired at 
the age of 74 after a severe illness. During the second 
world war, when I was serving in the R.N.V.R., he re- 
turned to look after many of his old patients on my behalf, 
and continued to do so until 1945, in spite of the fact that 
his house was destroyed by enemy action. On my return, 
the practice, thanks to his efforts, was still in being, and 
for this I owe him a great debt of gratitude. From him 
I gained invaluable knowledge of the art of medicine, and 
frequently sought his advice in consultation about his old 
patients. Though primarily a physician, he was also especi- 
ally interested in the study of anaesthetics. It is worth 
recalling that he introduced the first “wide bore” modifi- 
cation of Clover’s ether inhaler, which he described in the 
Medical Annual for 1899 (p. 647). For this information 
I am indebted to Dr. A. H. Galley, who drew attention to 
Dr. Wilson’s-Smith’s contribution in the October, 1948, issue 
of Anaesthesia. 





Medico-Legal 








DRUGS SUMMONSES DISMISSED 


Summonses against a doctor under the Dangerous Drugs 
Regulations were dismissed by the magistrate in a recent 
case at the Marylebone Police Court. It was alleged that 
the doctor issued a Nigerian named Walker with prescrip- 
tions for heroin while Walker was already getting the drug 
from another doctor. Walker, who was an addict, later died 
from heroin poisoning. The magistrate (Mr. G. G. Raphael) 
gave his reasons for dismissing the case in the following 
decision. 


“This defendant is charged with being in unauthorized 
possession of a dangerous drug (namely, heroin) contrary 
to Regulation 9 of the Dangerous Drugs Regulations. It 
is not alleged that the defendant was himself in possession 
of this dangerous drug, but for this purpose the prosecu- 
tion invoke the Accessories and Abettors Act which pro- 
vides that ‘ whosoever shall aid, abet, counsel, or procure the 
commission of an offence shall be liable to be tried and 
punished as a principal offender.’ 

“What the prosecution say is that Broderick Walker, who 
died early in 1955, committed the offence of being in un- 
authorized possession of this dangerous drug, and that this 
defendant aided and abetted Walker in the commission of 
that offence, It is therefore necessary first of all to see 
whether an offence has been established against Walker, It 
is to be observed that prima facie a person in possession of 
a drug supplied on a prescription by a duly qualified medical 
practitioner shall be deemed to be a person authorized to 
be in possession of the drug. Such a person commits an 
offence under the Regulations only if he failed to disclose 
to a second medical practitioner the fact that he was then 
being supplied with a drug by ancther doctor. 








“The object of the regulation is manifest—namely, to 
ensure that the second doctor shall not be misled, by the 
withholding of information by the patient, into prescribing 
a drug in excess of quantities which he (in his absolute 
discretion) thinks proper. 

“Tt would be a remarkable state of affairs to discover 
that, whereas no offence could be committed by Walker, 
and theretore by this defendant, if he had disclosed the 
true state of affairs to the defendant, yet the non-disclosure 
to the defendant, coupled with information open to him (the 
defendant) from other sources, establishes an offence not 
only against the patient but also against the doctor. 

“It may well be that the patient committed an offence 
here. It is not for me to decide one way or the other. 
But, to my mind, it would make nonsense of these regula- 
tions, which as I see it are designed to give duly qualified 
medical practitioners absolute discretion as to the way they 
should treat their patients and the quantities of drugs that 
they should prescribe, if I were to hold that these facts 
amounted to an infringement of the regulations by the 
defendant. 

“There is nothing in these regulations, to which my 
attention has been directed, which limits*the quantities of 
drugs that may be lawfully prescribed by a doctor. . . . But 
I have no doubt at all that the prosecution fail to establish 
a prima facie case against this defendant of aiding and 
abetting another person to be in possession of this dan- 
gerous drug.” 





Universities and Colleges 








UNIVERSITY OF OXFORD 
In Congregation on July 30 the following degrees were conferred : 


D.M.—B. B. Waddy, W. H..J. Summerskill. 
B.M.—H. P. Tollington, N. M. Bleehen, K. P. Ferris, T. W. Li. Parry, 
T. D. R. Hockaday, J. M. H. Pearson, B. E. Sayers, M. E. M. Cook, 


J. J. Allison, Mrs. Theodora M. Draper. 





UNIVERSITY OF CAMBRIDGE 


Dr. Robert Spencer Hoyt has been elected to the Gwynaeth Pretty 
Studentship: for three years from October 1, 1955, or for such 
lesser period as he shall reside in Cambridge and continue the 
prosecution of original work in accordance with the conditions 
governing the award of the studentship. 

In Congregation on July 30 the following medical degrees were 
conferred : 


M.D.—R. E. Irvine, B. G. C. Ackner, D. C. Morley, G. W. Pickering, 
J. G. Holmes, J. H. H. Glyn, C. G. Scorer, T. N. Fison. 

M.Cuir.—W. R. Probert. 

M.B., B.Cum.—D. M. Watney, *J. W. Maltby, D. W. I. MacR. 
Sandilands, *R. H. Pont, K. W. Taylor, *A. D. Scott, *F. D. P. Shaw. 

M.B.—*J. S. Bevan, D. A. Earnshaw, J. R. MacG. Millar, D. J. Palmer, 
*S. Shaldon, D. C. Heap, *E. W. G. Davies, *P. M. S. Gillam, J. W. 
Bennett, D. J. McGuigan, *M. Spiro, *M. T. C. Wright, *G. W. T. 
Smith, *Veronica Mercer, *Kathleen M. Wilson, Elaine M. Allen, *Mrs. 
Eva D. Alberman, *Monica M. Brain, Mrs. Gillian J. Earnshaw, J. 
Dominian. 

*By proxy. 


UNIVERSITY OF LONDON 


Dr. Katharine G. Lloyd-Williams has been appointed represen- 
tative of the University on the governing body of the Royal Dental 
Hospital of London, School of Dental Surgery; Drs. G. W. 
Heckels and W. K. Taylor have been reappointed representatives 
on the Glyn County School for Boys and Rosebery County School 
for Girls, Epsom, and the Pewley County Secondary School, 
Guildford, respectively. 

The following have been recognized as teachers of the Usher 
sity in the subjects indicated in parentheses: Guy's Hospital 
Medical School, Dr.: David Stafford-Clark (Mental Diseases 
(Psychological Medicine) ). St. Thomas’s Hospital Medical School, 
Dr. M. S. R. Hutt (Pathology (Clinical Pathology) ). St. Mary’s 
Hospital Medical School, Dr. T. A. Kemp (Medicine). Institute 
of Cancer Research, Dr. J. W. Whittick (Pathology (Morbid 
Anatomy) ). 

Professor Alan Kekwick has been appointed a representative 
of the board of the Faculty of Medicine on the Special Advisory 
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Board in Postgraduate Medical Studies, in place of Professor 
R. V. Christie, who has resigned. 

The Hazel Clifford Postgraduate Studentship has been renewed 
for tenure by Miss Anne Hamilton Clarke in the session 1955-6. 

The Sir William Dunn Scholarship for 1955-6 has been awarded 
to Hugh Douglas Hurry Eastwood (St. Mary’s Hospital Medical 
School). 

The degree of M.D. was awarded by the Senate on May 18 to 
John Fry. 

On July 20 the degree of M.D. was awarded to D. Mendel. 

The following degrees were awarded in July: 

Pu.D.—Jn the Faculty of Medicine : K. A. Kerridge, B. A. Mulley, B. A. 
Wills, A. Briggs, K. J. Child, R. J. Fitzpatrick, P. Gaskell, Z. Y. Mahran. 

The following candidates have been approved at the examina- 
tion indicated : 

M.D.—Part i: L. G. Andrews, > S. Bedson, Hilary A. Deny. E. A. 
Boyse, F. J. Brunton, J, Burston, Caplan, P. E. Conen, A.°T. Cook, 
J. P.. H. Davies, M. D. fone. G. Eisinger, S. S. Epstein, i ’ Fraser, 
M. P. W. Godfrey, A. Herxheimer, J. A. Hill, Blanche M. Hooper, 
E. M. Jepson, L. C. Kreeger, D. H. Marjot, Althea G. Matthews, L. H. 
Pell, J. Pryse-Davies, B. F. Robinson, E. J. Rolls, P. D. Saville, H. M. 
Saxton, W. H. R. Smith, P. K.. Thomas, Edith Wahl, Joanna M. Ward, 
Mary D. Watkins, W. Whittingham, P. A. T. Wood, K. G. Wormsley, 
P. A. Zorab. 

The following candidates at the London School of Hygiene and 
{Tropical Medicine have been approved at the examination 
‘indicated : 

ACADEMIC POSTGRAQUATE DIPLOMA IN BacTertotocy.—Z. H. Annab, 
Joan R. Davies, 4 S. Gardner, P. D. L. Guilbride, Margaret P. Jevons, 
J. C. Kelsey, E. P. Lindley, L. D. Sachdeva, H. S. Sodhi, I. O. Stewart, 
Cc. E. D. Taylor, W. R. G. Thomas. 

ACADEMIC POSTGRADUATE DIPLOMA IN TROPICAL MEDICINE AND HyYGIENE.— 
M. T. Ashcroft, A. R. O. Bakare, Hsien-Chen Hsieh, K. A. Shami, V. 


Velayudhan. 

ACADEMIC POSTGRADUATE DIPLOMA IN PusBLIC HEALTH.—E. O. Barnes, 
G. J. Bhatt, S. K. Bose, A. Bukhari, G. C. R. Carey, N. Chatterjee, W. W. 
Cowen, W. Drawneek, M. Gibbs, *D. H. S. Griffiths, A. S. Hird, Patricia 
Herdman, A. C. Howard, E. James, *W. T. Jones, J. S. Khurana, J. O. 
Kjellander, S. J. Krister, W. W. Laughland, Mary Lightbody, Sarah 
Lorimer, Patricia E. V. McFarland, *P. O. M. McGirr, T. McKendrick, 
E. D. Many, G. G. J. Mettrop, K. H. Moller, A. F. Mowafi, G. G. 
Murphy, W. P. Nelson, W. Ouko, C. S. Pitt, M. Rajasingham, *T. A. I. 
Rees, M. O. Richardson, *A. D. Robertson, W. R. Rochester, Armia M. 
Said, Y. Sayegh, R. N. Varma, Elizabeth G. Vaughan, J. C. Wyatt, F. 


Zammit. *Awarded a mark of distinction. 


UNIVERSITY OF WALES 
In Congregation on July 21 the following candidates were ad- 
mitted to the degrees indicated : 


M.B., B.Cu.—Patricia M. Akers, Helen M. Amsbury, C. E. Blank, 
Patricia M. Bucknole, Vaieric G. | > B. 9 Edna L. Davies, 
E. W. Davies, Martha E. N. Davies, W. Davies, L. A. Davis, E. M. 
Dunkley, Margaret J. Evans, P. Evans, R. Ao. Evans, Joyce M. Flatman, 
L. K. Fowler, C. Gilbertson, S. G. Groves, J. A. Harris, Esther M. 
Harrison, Sylvie M. Harrison, A. E. Hugh, Margaret P. Hughes, H. E. 
Hughes-Roberts, H. I. Humphreys, Mary Jackson, D. G. P. Jenkins, 
Edith B. Jones, Elizabeth B. Jones, E. T. Jones, J. R. Jones, T. E. Jones, 
Freda E. Margctts, D. Millward, Anna E. LI. Morgan, E. G. Ogidi, D. LI. 
Parsons, P. Parsons, Ann E. M. Phillips, W. H. Price, H. M. Rhoden, 
Hilary A. Roach, A. R. Sinanan, R. Stevens, B. V. Thomas, H. J. McK. 
Thomas, J. B. Thomas, J. E. Williams. 


Vital Statistics 


Poliomyelitis 

The uncorrected notifications of acute poliomyelitis for 
the week ending September 10 (36th week) numbered 458— 
an increase of 60 over the, previous week’s total of 398. 
The increase was all in non-paralytic cases, and the pro- 
portion of paralytic (45%) to non-paralytic cases (55%) in 
the 36th week was the lowest recorded in any week this 
year, and, except for one week in 1951, the smallest propor- 
tion in any week since the two types of cases were first 
notified separately in 1950. As regards the 3,444 notifica- 
tions in 1955 to date, notifications for the same period were 
more numerous in 1947 (4,985), 1950 (5,135), and 1953 
(3,479). Deaths from acute poliomyelitis in the great towns 
numbered 6, the same as in the previous week. 

In the 36th week there were marked increases in the 
London and south-eastern region, mainly in Greater Lon- 
don, and in the southern, south-western, and Midland 
regions. There were decreases in the East and West Ridings 
of Yorkshire, Wales, and in the northern region. In the 
year to date the approximate incidence for England and 
Wales as a whole has been 7.8 per 100,000. On a county 
basis London, Essex, Middlesex, West Riding, Isle of Ely, 











and Buckinghamshire had the largest rates (12.2 to 16.9 _ 


per 100,000), followed by Gloucester, Kent, Somerset, War- 


wick, and Sussex (West) (8 to 10 per 100,000). The follow- 
ing boroughs, etc., in England and Wales have had particu- 
larly high rates in the year to date (figures are for cases 
notified by September 10 with rate per 100,000 of the popu- 
lation in parentheses): Barnsley C.B. 73 (97.5); Hoyland 
Nether U.D. 11 (69.4); Willesden 124 (69.9); Wombwell 
U.D. 12 (63.8): Dover M.B. 19 (55.8); Mexborough U.D. 
10 (52.6); Stepney Met. B. 48 (49.0); Marshland R.D. § 
(48.9) ; Holborn Met. B. 11 (47.1); Poplar Met. B. 32 (44.6); 
Thurrock U.D. 42 (43.3); Aylesbury M.B. 9 (42.4); Wors- 
borough U.D. 6 (41.8); Southwark Met. B. 37 (35.8) ; Acton 
M.B. 24 (35.7); Wisbech M.B. 6 (34.9); Lewisham Met. B. 
73 (32.6) ; Dewsbury C.B. 17 (32.0); Rushden U.D. 5 (30.2). 

More cases have been notified in the county of Middle- 
sex than in any previous Outbreak. The Ministry of Health 
comments that it would seem that a seasonal fall in the next 
week or two can be hoped for. 

In Scotland 78 cases of acute poliomyelitis were notified 
during the week ended September 10, an increase of 25 over 
last week. Forty-eight of the cases occurred in Glasgow. 


Week Ending September 10 
The notifications of infectious diseases in England and 
Wales during the week included; acute poliomyelitis 458, 
scarlet fever 267, whooping-cough 1,461, diphtheria 6, 
measles 1,663, acute pneumonia 170, dysentery 399, para- 
typhoid fever 85, and typhoid fever 4. 


Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1946-54 are shown thus ------ , the figures for 
1955 thus Except for the curves showing notifica- 
tions in 1955, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 












2 | 
” ay 
— i! 
w” - 
7 
=) 
Ss Pay 
«= Highest / 
w é 
ao | , 
y ; 
> : 
=z 1955 ‘ 
' Fs 
geeeeetaoe ee, a 
ed Seener* ? 
0 —, Lowest 1946- 54° a warorerwrereterttens, 0” 
Di RP SSIS SOR OR OOOO eee eee eee ee ee ee] 
12 16 20 24 28 32 36 40 44 48 §2 
WEEKS 
9 
P LY iT! 
8 
7 — 
2 rey 
” 6 Highest 1946-54 ; . 
< a ‘ 
’ , 
: % pS 
’ os 
« 4 ; ee 
a 
2 











ao 2a oo oes mee oe UL 6 ele 





an” 2 oe a oe 





ee ee a 


ai bo ee OLS CO 














Sept. 24, 1955 


VITAL STATISTICS 


—. 7199 











3 i 
" 
a 
2 12 4 
- :* 
= es 
po : 
= 8 ee 
= : iY 
> J 
=z «2 
*™, wy 
2 Lowest 1946-54 
pattie die > eee, mnerere merete. oe a on em em, 
OS 
4 8 12 6 20 24 28 32.36 40 44 48 52 
WEEKS ; 
16 TERIC FEV 
14 
‘ Highest 1946-54 
wi rt 
sf 

wv ‘ tee 
+ 1 $F y ‘ 
o i : 
ad ‘ 
oO ‘ 
«x 
ad 
ao 
x= 
> 40 





4 8 12 6 20 24 2 32 36 40 44 48 52 
WEEKS 


Infectious Diseases 

The largest fluctuations in the trends of infectious diseases 
in England and Wales during the week ending September 3 
were decreases in the number of notifications of 1,127 for 
measles, from 3,745 to 2,618; 191 for whooping-cough, 
from 1,702 to 1,511; and increases of 36 for acute polio- 
myelitis, from 362 to 398; and 26 for dysentery, from 374 
to 400. 

The largest falls in the notifications of measles were 145 
in Glamorganshire, from 316 to 171, 123 in Kent, from 
252 to 129, and 114 in Sussex, from 219 to 105. The largest 
variations in the returns of whooping-cough were declines 
of 35 in Kent, from 96 to 61, and 31 in Northumberland, 
from 53 to 22. 228 cases of scarlet fever were notified, 
being 12 fewer than in the preceding week, and only small 
fluctuations occurred in the local trends. 6 cases of diph- 
theria, 3 more than in the preceding week, were notified. 


‘2 cases were notified in the cities of Birmingham and Hull. 


The 44 cases of typhoid and paratyphoid fever were 
scattered through 20 counties. The largest return of para- 
typhoid fever was 10 cases in London (Hackney 6). 

The largest returns of dysentery were Lancashire 86 
(Liverpool C.B. 31); London 53 (Southwark 11, Islington 
10); Yorkshire West Riding 41 (Bradford C.B. 20); York- 
shire East Riding 23 (Holderness R.D. 16); Middlesex 22; 
Yorkshire North Riding 18 (Middlesbrough C.B. 18). 

A further 105 cases of food-poisoning were notified in 
Lancashire, Bolton C.B., where 361 cases were reported in 
the preceding week. 

In Scotland the notifications of dysentery rose from 200 
to 240. This rise was contributed by the city of Glasgow, 
where the cases rose from 117 to 160. 53 cases of acute 
poliomyelitis were notified—an increase of 17 on the total 
of the preceding week. The largest centre of infection was 
Glasgow with 23 notifications. 


Outbreak at Royal Free 
The cause of the obscure infectious disease at the Royal 
Free Hospital is still unascertained. During the 14 days 
ended on September 19 there were 16 new cases among the 


‘staff of the main hospital and its branches. There were in 


addition 3 suspected cases among the staff at Hampstead 
Genera! Hospital, from which they were immediately 
removed on the appearance of symptoms. 


INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending September 3 
(No. 35) and corresponding week 1954. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
































CASES 1955 1954 
in Countries (| %g/5|/s/2| | %3/|s £ 
and London weiss isin ifisgelisgisztiiis 
Ge |Sieizialae (8 |8lzla 
Diphtheria . . 6, O 3 0 11 1 3 0 
Dysentery .. fine 400} |53| 240} 11 4 317) 51} 191 3 2 
Encephalitis, acute. . 44* 2 0 3} +O | O 
Enteric fever: 
Typhoid .. ah o}.6UC*# 6 1 Oo 0 0 
Paratyphoid te 34, 10 3 3 18 2 4 0} 23 
Food-poisoning .. 560} 58 0 248} 14 5 
Infective enteritis or 
diarrhoea under 
2 years .. nd 38} 161 13) 17 
Measles* .. .. | 2,618] 58} 23) 17) 27] 1,575) 63) 142] 26) 40 
or ~~ prema infec- 
tion ; 21 1 9) .0 26 1| 16 O 1 





Ophthalmia neona- 
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Pneumoniat on ma. € a ss 229] 16; 95) 4 
“ion ~ seme: | 206] 28 sl of af. 4 24Lo of 3 
Non-paralytic .. 192} 26 } 27; 4 } 
Puerperal fever§ .. 216} 38) 13) 9O 262; 41) 16) 1 
Scarlet fever 228} 20) 48) 10) 1 360} 23) 83) 17] 16 
Tuberculosis : 
,. Respiratory ee 599} 60) 133) 17 621} 60) 116) 34 
Non-respiratory. . 76 6} 17 3 80 6} 20) 13 
Whooping-cough .. | 1,511] 63) 67) 109 76 1,988] 109] 125) 14) 10 
snavus 1955 1954 
in Great Towns pe Ziec & £ 34 Elie g 2 
Ss /S\slz\|a)ar|S Sizla 
Diphtheria . . én oo oF OF 1 0 ‘oq oOo 0 
Dysentery .. 1 1 0 0 0 
Encephalitis, acute. . 0 0 0 
Enteric fever és 1 Oo} 1 0 2 0 o.60OU# 
Infective enteritis or 
@ diarrhoea under 
2 years .. of 3 0 , i ae 3 0 1 0} 
Influenza .. ie 4 o§F OF OF QO a” @°% 
Measles... a o OF 6hlhUCD o.68} CO 





Meningococcal infec- 
tion oa 0 0 0 0 



























































Pneumonia a 147; 19 6 5 132) 14 18 6 «64 
Poliomyelitis, acute 6 2 0 3 1 1 
Scarlet fever oo .68}F)€6CO oOo oOo O.0 
Tuberculosis : 

Nopvespratory: | SIC Oo Wy SHC 8 
Whooping-cough .. qo 7 OF O oe 8 OF DO 1 
Deaths 0-1 year .. 190} 27) 28) 4 191} 21] 18) 3) 10 
Deaths goes 

stillbirths) . | 4,112] 574) 446] 67) 131 4,498 627| 499} 88) 149 
LIVE BIRTHS 7,044] 1049] 807) 252 320 7,081)1105} 914) 210) 372 
STILLBIRTHS .. 172) 16) 31 196} 22) 16 





* Measles not notifiable in Scotland, whence returns are approximate. 
+ Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 





’ 
: 
| 
’ 





800 Sepr. 24, 1955 





MEDICAL NEWS Meroe a 





Medical News 








World Federation for Mental Health.—The eighth annual 
conference of the World Federation for Mental Health was 
held at Istanbul from August 20 to 27. As with the European 
League for Mental Hygiene, also meeting in Istanbul (see 
p. 785), family life was one of the principal subjects dis- 
cussed. The president, Dr. F. Fremont-Smita (U.S.A.), 
medical director of the Josiah Macy Jr. Foundation, said 
the Federation’s object was, briefly, to ensure the peaceful 
use of human power, It was becoming realized, he went 
on, that fear, prejudice, hostility, and excessive nationalism 
were deeply rooted in human personality, often at the un- 
conscious level, but happily social scientists now recognized 
the plasticity of human behaviour—and of social institutions 
—and the possibility of change. “Can man’s increasing 
understanding of his own behaviour save mankind from 
self-destruction ?”” he asked. That was the great challenge. 
Subjects discussed at, the conference included the mental 
health aspects of the home and family, the upbringing and 
education of children, sickness and disablement, marriage 
counselling, religion, films, abandoned children, changing 
patterns of culture, and the influence of the State. Summing 
up the conference, Dr. H. C. RumMKE (Holland), a past 
president, said thai this had been one of the most rewarding 
meetings so far held. It was obviously a great advantage 
for countries in transition, such as Turkey, and others more 
established, to have an opportunity of learning from each 
other. The British delegation included Dr. W. S. Mactay, 
Dr. Doris Opium, Dr. J. R. Rees, and Dr. K. Soppy. 


Congress of Neuropathology._-The banquet to the Second 
International Congress of Neuropathology (see also p. 784) 
was held at the Mansion House on September 15, with the 
president, Dr. J. G. GREENFIELD, in the-chair. Proposing 
the health of the Lord Mayor and the Corporation of Lon- 
don, Professor FoLkKe HENSCHEN (Stockholm) paid a charm- 
ing tribute to London, and in reply the Lord Mayor locum 
tenens, Sir Nort Bowater, said that since London was the 
nerve centre of the British Commonwealth of Nations it 
was a very suitable meeting-place for the Congress. Sir 
RUSSELL BRAIN, P.R.C.P., proposed the toast to the Con- 
gress, and defined some of the factors which made for the 
“health” of such a meeting. First was the distinction of 
its president, who had been for so long “ guide, histologist, 
and friend” to his British colleagues, and a stimulus to the 
authorship of many papers; and with Professor DoroTHy 
RUSSELL as the chairman of the executive committee, how 
could the Congress fail? Another factor in the health of the 
Congress was the efficiency of its secretary as a centre of co- 
ordination, and here, Sir Russell said, Dr. W. H. MCMENEMEY 
outdid the cerebellum. Speaking more generally, Sir Russell 
said that neurology required the integration of the efforts of 
many scientists, and the pathologist and the clinician were 
indispensable to each other. In particular no one had done 
more to integrate clinical pathology with neurology than 
Dr. van Bogaert. In conclusion Sir Russell said: “ Inter- 
national relations are apt to become pathological, and it is 
some consolation that pathological relations are inter- 
national.” In a modest and graceful reply Dr. L. VAN 
BoGAERT (Antwerp) spoke of his hopes for the success of 
the next meeting in Brussels in 1957. The health of the 
guests was proposed by Professor A. C. P. CAMPBELL, and 
he linked with this toast the name of Sir Ernest Gowers, 
son of William Gowers and chairman of the Board of 
Governors of the National Hospital, Queen Square. Sir 
ERNEST, in reply, said that the morning of his life had been 
spent in an atmosphere of neurology, and he had now 
returned to the same atmosphere. Times had changed since 
his father had adopted as his telegraphic address “ Neuro- 
logist, London.” The genus of neurologist had since pro- 
liferated into an almost countless number of species, and 
it was hardly possible to exaggerate the part pathologists 


had played in the search for truth and in distinguishing it 
from error. 


Alcoholism and Drug Addiction.—A list of hospitals, 


. institutions, and nursing-homes—almost all in England— 


where alcoholics and drug addicts may obtain treatment 
has been published by the Church of England Temperance 
Society. The list includes details of both N.H.S. centres, 
where treatment is of course free, and private establishments 
for the fee-paying patient ; the charges at the latter range 
from 135 guineas for three weeks’ residential treatment and 
aftercare to 6 guineas a week, the more usual fee being 10 
to 20 guineas a week. The address of Alcoholics Anony- 
mous, the fellowship of former alcoholics who assist others 
to achieve sobriety, is given as BM/AAL, London, W.C.1. 
Copies of the list (Alcohol and Drug Addiction) are obtain- 
able free on request from the Church of England Temper- 
ance Society, 4, Palace Gate, Kensington, London, W.8. 


Dr. A. E. Mourant, director of the Medical Research 
Council’s blood group reference laboratory at the Lister 
Institute, London, has been appointed president of the 
Section of, Anthropology and Archaeology for next year’s 
meeting of the British Association. 


Dr. Geoffrey H. Bourne, reader in histology at the Lon- 
don Hospital Medical School, left London on September 9 
for a lecture tour in South America, which includes a week 
in Buenos Aires. The tour was arranged by the British 
Council. 


COMING EVENTS 


King’s College Hospital Medical School.—Inaugural 
ceremony, September 30. Address by Dr. J. H. SHELDON at 
3 p.m. 

Royal Free Hospital School of Medicine.—Inaugural 
ceremony, September 30. Address by Sir WitFrip Le Gros 
CLARK at 3 p.m. 


St. George’s Hospital Medical School.—Inaugural 
ceremony, September 30. Address by Dr. ANTHONY FEILING 
at 3 p.m. Annual dinner at the Savoy Hotel at 8 p.m. on 
October 1. 


Middlesex Hospital Medical Schoo!.—Annual dinner for 
past and present students at the Savoy Hotel, September 30, 
at 7 p.m. The week-end Refresher Course for old Middle- 
sex men will be held at the hospital on September 30 and 
October 1 and 2. 


Institute of Diseases of the Chest.—Clinical demonstra- 
tions, open to medical practitioners without fee, will be 
given by Dr. J. L. Livincstone and Sir CLEMENT PRICE 
THOMAS at the Institute (in the grounds of the Brompton 
Hospital, Fulham Road, London, S.W.3) on Fridays at 
5 p.m. from September 30 to December 16. 


Tuberculosis Course at Glasgow University.—_N.A.P.T. 
course for genera! practitioners, October 1 and 2, at Glas- 
gow. Tickets (free) from N.A.P.T., 65, Castle Street, 
Edinburgh, 2. 

Birmingham University.—Inaugural ceremony of medical 
faculty, October 3. Address by Professor T. BopkIN at 
3 p.m. at Nuffield House. 

Westminster Medical School.—Inaugural ceremony, Octo- 
ber 3, at Church House, Westminster. Address by Lorp 
TEDDER at 3 p.m. 

University College Hospital Medical School.—Inaugural 
ceremony, October 4, at 2.50 p.m. Address by Sir GEOFFREY 
JEFFERSON. 

Queen’s University, Belfast—Inaugural ceremony of 
medical faculty, October 6, at 10 a.m. Address by Mr. E. W. 
McMECHAN. 

Charing Cross Hospital Medical School.—Inaugural 
ceremony at 3 p.m. on October 7. Address by Major G. 
Lioyp-GeorGe at Royal College of Physicians. 
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Osier Club of London.—On October 8, at 3.15 p.m., Pro- 
fessor G. W. PICKERING will unveil a plaque at 13, Norham 
Gardens, Oxford, to commemorate the fact that Sir William 
Osler lived there, Guests will be welcome at the ceremony. 
Details may be obtained from Dr. A. W.-FRANKLIN, 11, 
Wimpole Street, London W.1. 

Leeds University Medical School.—Inaugural lecture by 
Mr. Eric LINKLATER on October 13, at 3 p.m. 

Aids for the Disabled.—Exhibition arranged by the British 
Red Cross Society at the Royal Institute of Public Health 
and Hygiene, 28, Portland Place, London, W.1, on Octo- 
ber 12 and 13 (2.30-7.30 p.m.). Admission free. 

Nutrition Society.—Symposium on “Energy Expenditure 
in Man” at the National Institute for Medical Research, 
Mill Hill, on October 15. Further details from Dr. R. J. L. 
ALLEN, c/o Beecham Foods, Ltd., Brentford, Middlesex. 

Harveian Oration.—Sir JoHN CHARLES will deliver the 
oration at the Royal College of Physicians, Pall Mall East, 
on October 18 at 3 p.m. His subject is “ The Contrivance 
of Collegiation.” 

Ilford Medical Society——Golden Jubilee Ball on Octo- 
ber 20 at 8.30 p.m. at the Royal College of Surgeons, 
Lincoln’s Inn Fields. Details from Dr. S. J. ALLEN, 2, 
Woodlands Road, Ilford, Essex. 

Alex Simpson Smith Memorial Lecture.—Dr. T. RUSSELL 
FRASER will lecture on “ Tests of Thyroid Function” at 5.30 
p.m., October 25, at the Royal College of Surgeons, Lincoln’s 
Inn Fields. ; 

Manchester University—The Winter Medical Ball will be 
held on October 28, from 8 p.m. to 2 a.m. Tickets (double 
ticket one guinea) from G. B. SEDDON, Medical School, The 
University, Manchester, 13. 

Welsh National School of Medicine.—Postgraduate course 
at Cardiff for general practitioners who are principals in 
the N.H.S., October 31-November 12. Applications should 
be made as soon as possible to the secretary to the school, 
34, Newport Road, Cardiff. 

London School of Hygiene and Tropical Medicine Associa- 
tion.—The annual dinner will be held on November 4 at the 
Waldorf Hotel, London, at 6.45 for 7.30 p.m. Tickets, 25s. 
each (including dancing), from Miss K. M. SHAW at the 
School. ; 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Tuesday, September 27 

ILForD MEDICAL Society.—Joint meeting with Northern Home Counties 
Faculty of General Practitioners at King George. Hospital, Ilford, 8.45 
p.m. Symposium: Future of General Practice. , Speakers, Dr. G. O. 
Barber, Dr. Stephen Taylor, and Dr. J. Stanley Thomas. 

RoyaL ARMY MeEpicaL CoLLEGE.—S5S p.m., Sir Philip Manson-Bahr: Wild 
Life in East African Game Parks (with films and lantern slides). 

@Royat Statistica, Society: MEpDIcAL SEcTION.—At Westminster Medi- 
cal School, 6.15 p.m. Dr. J. O. Irwin: A Study of the Physiological 
Effects of Hot Climates. 


Wednesday, September 28 

MIDDLESEX CouNTY MEDICAL Society.—At Shenley Hospital, 5 p.m., 
annual general meeting. Chairman’s Address by Dr. O. W. S. Fitz- 
Gerald: Modern Trends in Psychiatry. 


Thursday, September 29 


ASSOCIATION OF CLINICAL PATHOLOGISTS.—At Royal College of Surgeons of » 


England, 2 p.m., Professor S Bedson: Viral Multiplication and the 
Chemotherapy of Viral Infections. 

CAMBRIDGE ASSOCIATION OF THE MEDICAL WOMEN’S FEDERATION.—At 
Christ’s College, 2.30 p.m., Dr. N. S. Sherrard: Hypnotism and Its Use 
in Medicine. Members of Cambridge and Huntingdon Branch, B.M.A., 
are invited. 

Royal NorTHerRN Hospitat.—2.30 p.m., Mr. Ian Robin: Deafness and 
Hearing Aids (with demonstration). 


Friday, September 30 
INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Sir Clement Price Thomas: 
Clinical demonstration. 


Saturday, October 1 

ASSOCIATION OF CLINICAL BIOCHEMISTS.—At Royal College of Surgeons of 
England, 9.30 a.m., joint meeting with Association of Clinical Patholo- 
gists ; 5 p.m., annual general meeting. : 

@YorKsHire Society OF ANAESTHETISTS.—At Pavilion Hotel, Scarborough, 
2 p.m. Dr. Elston Ward: Experiences with the Chlorpromazine Cock- 
tail in Spinal Anaesthesia; Dr. H. C. Churchill-Davidson: Abnormal 


Responses to Muscle Relaxants. 


NEW ISSUES 


Journal of Clinical Pathology.—The new issue (Vol. 8, No. 3) 
is now available. The contents include : 


POST-TRAUMATIC ADRENAL APOPLEXY. Simon Sevitt. 
THE JAWS AND TEETH IN PaGET’s DisEASE OF Bone. R. B. Lucas. 
ACUTE DISSEMINATED TORULOSIS ASSOCIATED WITH HODGKIN’s DISEASE 
M. Levine and L. Michaels. 
TORULOSIS ASSOCIATED WITH HODGKIN’s DisEAsE. K. A. Misch. 
A CASE OF PAROXYSMAL NOCTURNAL HAEMOGLOBINURIA ASSOCIATED WITH 
“SECONDARY HAEMOCHROMATOSIS, A LOWER NEPHRON NEPHROSIS, AND 
A MEGALOBLASTIC ANAEMIA. C. K. Heffernan and N. Jaswon. 
THE VALUE OF A SERUM AND ALBUMIN MIXTURE FOR USE IN THE DETECTION 
OF BLOOD GrouUP ANTIGEN-ANTIBODY REACTIONS. FF. Stratton and 
E. R. Dimond. 
THe CorRECTION OF MEAN CELL VOLUME AND MEAN CELL HAEMOGLOBIN 
CONCENTRATION. RALPH E,. BERNSTEIN. 
THe NormMat BLoop CLOTTING TIME IN THE LIGHT OF EXPERIENCE WITH 
THE ** TWO-SYRINGE ”’ TECHNIQUE. J. Gordon Alexander. 
COMPARISON OF SOLID AND LiQuID MEDIUM SENSITIVITY TESTS OF TUBERCLE 
— TO PARA-AMINOSALICYLIC AcID. D. A. Mitchison and Margaret 
onk. 
THE DETECTION OF STREPTOMYCIN RESISTANCE IN 
Sheila M. Stewart. 
A New METHOD OF DETERMINING THE SENSITIVITY OF M. TUBERCULOSIS TO 
CHEMOTHERAPEUTIC AGENTS. A. M. Beemer and C. H. L. Howells. 
AN +n aaa Test FoR Amoesiasis. J. A. H. Brown and J. L. 
itby. 
PHOSPHATE CONTAMINATION OF COMMERCIAL HEPARIN. Mary G. McGeown, 
Eileen Martin, and D. W. Neill. 
AN ORTHO-TOLIDINE METHOD FOR THE DETECTION QF OCCULT BLOOD IN 
Farces, J. Kohn and T. O’Kelly. 
THE ESTIMATION OF PROTEIN IN CEREBROSPINAL FLUID UsING THE M.R.C. 
PHOTOMETER. W. B. Yeoman. 
COLOUR PRODUCTION AND STABILITY IN THE FOLIN AND Wu METHOD oF 
BLoop GLuCcOsE ESTIMATION. Stanley Dische. , 
TECHNICAL METHODS: 
THE PRODUCTION AND STORAGE OF CONDUCTIVITY WATER. 
Discombe and Raymond F. Jones. 
A METHOD OF SECTIONING ASPIRATED BONE-MARROW. K. Raman. 
Brewer's MEDIUM AS A METHOD OF INDUCING SICKLING IN SUSCEPTIBLE 
Ceits. F. E. D. Griffiths and W. Grimshaw. 


Issued quarterly; annual subscription £2 2s.; single copy 
12s. 6d.; obtainable from the Publishing Manager, B.M.A. 
House, Tavistock Square, London, W.C.1. 


TUBERCLE BAciLu. 


George 


British Journal of Ophthalmology.—The ‘new issue (Vol. 39, 
No. 9) is now available. The contents include: 


MEASUREMENTS OF VisuaL Acuity. C. A. P. Foxell and W. R. Stevens. 
SODIUM AND CHLORIDE OF THE AQUEOUS HUMOUR OF NORMAL AND Scor- 
BUTIC GUINEA-PIGS. J, W. Ridge. 
TREATMENT OF VERNAL ConsuNCTIviTIs. M. Alimuddin. 
STUDIES ON THE AETIOLOGICAL PROBLEM OF UVEITIS. 
Norman Ashton. 


Charles Smith and 


TREATMENT OF SUPERFICIAL OCULAR INFECTION WITH A POLYMYXIN- 
BACITRACIN OINTMENT (POLYFAX). D. Ainslie. 
Case Notes: SEVERE VITREOUS HAEMORRHAGE IN A PREMATURE INFANT. 
W. J. Naunton and R. M. Forrester. 
BILATERAL DISLOCATION OF LENS UNDER COMPLETE VOLUNTARY CONTROL 
IN MARFAN’S SYNDROME WITH CARDIOVASCULAR ANOMALY. B. K. 
Das Gupta and R. K. Basu. 
CONGENITAL TOxOPLASMOsIS. K. H. Mehta. 
Lerr PARALYTIC CONVERGENT Squint. J. P. F. Lloyd. 
APPLIANCE: MopIFiep Prosis Spatuta. H. B. Stallard. 


Issued monthly ; annual subscription £4 4s. ; single copy 
8s. 6d. ; obtainable from the Publishing Manager, B.M.A. House, 
Tavistock Square, London, W.C.1. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS ‘ 


Brennan.—On September 17, 1955, at ‘* Avonside,”’ 
Betty (formerly Silk), wife of Wing Commander T. N. N. 
R.A.F., a sister for Rosalind and Geraldine. 

Camac.—On September 14, 1955, at Ashby-de-la-Zouch Cottage Hospital, 
Leics, to Joyce (formerly Swift), S.R.N., wife of John Cramsie Camac, 
M.B., B.S., a daughter—Deborah Jane. ‘ 

McCue.—On September 3, 1955, at the Simpson Memorial Maternity 
Pavilion, Edinburgh, to Margaret (formerly Walker), wife of Francis B. 
McCue, M.B., Ch.B., of 14, Merchiston Gardens, Edinburgh, a son—* 
Michael. 

Spalding.—On September 18, 1955, at the Churchill Hospital, Oxford, to 
Elizabeth (Dr. Falle), wife of Dr. John M. K. Spalding, a daughter. 


Enford, Wilts, to 
Brennan, 


DEATHS 

Christie.—On August 27, 1955, James Malcolm Christie, M.B., F.R.C.S.Ed., 
formerly of Finchley, London, N. 

Dalgetty.—On September 2, 1955, at 14, Strips. of Craigie, Dundee, 
Arthur Burness Dalgetty, M.D., D.P.H., J.P., late of Lossichall, Liff, 
aged 86. 

Gallagher.—On August 22, 1955, in London, John Francis Patrick 
Gallagher, L.R.C.P.&S.I. & L.M., of Ardlougher, Stillorgan, Co. Dublin. 

Gamlin.—On September 1, 1955, at Hoylake, Cheshire, Raymond Gamlin, 
M.B., B.Ch., M.Hyg., D.P.H. 

Trumper.—On August 22, 1955, at Ermefield, Ivybridge, South Devon, 
William Arthur Trumper, M.R.C.S., L.R.C.P., aged 80. 

Winterbotham.—On August 22, 1955, at Great Easton, Dunmow, Essex, 
Rayner Winterbotham, M.R.C.S., L.R.C.P., late of Brixworth, Northants, 


aged 79. 
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Any Questions ? 








We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Should Oral Diuretics be Tried First ? 


Q.—When treating cases of heart failure with oedema in 


which a diuretic is indicated, is it reasonable to try first 
an oral preparation? If so, how should it be administered, 
and what are the indications for changing to one of the 
intramuscular diuretics ? 


A.—If the patient is in severe heart failure, with pul- 
monary congestion, the initial treatment should be with 
organic mercuriais administered by intramuscular injection ; 
these drugs are reliable to a degree which has not yet been 
achieved with oral diuretics. If the patient is in early 
cardiac failure, or if he is convalescing from a severe attack 
which has responded to mercurials, then oral diuretics may 
be tried in conjunction with a low-salt diet; but many 
physicians prefer weekly or twice-weekly mercurial injec- 
tions. Two types of oral diuretics are on the market. Some 
organic mercurials can be given in tablet form by mouth— 
for example, chlormerodrin (“ mercloran”) in a dosage of 
10-40 mg. daily; in some patients chlormerodrin causes 
gastro-intestinal upset. Like other mercurials, this causes prim- 
arily a chloruresis ; resistance may develop which can some- 
times be overcome with ammonium chloride. The carbonic 
anhydrase inhibitors, such as acetazoleamide (“ diamox ”) 
cause an increased bicarbonate output ; they commonly give 
a good initial diuretic response, but as the bicarbonate in the 
blood becomes depleted the response falls off. Theoretically, 
these drugs should be more effective in cor pulmonale, in 
which the plasma bicarbonate is high; but the results of 
treatment are variable, and it has to be remembered that 
loss of bicarbonate and base in the urine will increase the 
acidosis. Though higher doses have been used, the usual 
dose of acetazoleamide is 500 mg. daily or on alternate days. 
Apart from side-effects, the main indication for switching 
from oral to parenteral diuretics is ineffectiveness, which 
is common and obvious to the patient, 


Sensitivity to Contraceptives 


Q.—A patient of mine has experienced considerable diffi- 
culty in finding a suitable contraceptive cream for use in 
conjunction with a check pessary. She is sensitive to any 
preparation which contains quinine, and to various pro- 
prietary products—for example, “ orthogynol” cream, “gy- 
nomin” tablets, ‘“‘ duracreme,” and “ volpar.” She. develops 
a vulvovaginitis with severe pruritus which necessitates 
several days away from work until the condition subsides. 
Can any other preparation be recommended, please ? 


A.—The preparations mentioned contain so many dif- 
ferent chemicals that it is surprising that the woman should 
prove sensitive to them all. A reaction to a foaming tablet 
is particularly unusual. The question therefore arises as to 
«whether the sensitivity is to the rubber of the check pessary 
rather than to a contraceptive jelly or cream. It might also 
be wise to exclude the possibility of the vulvovaginitis being 
caused by infection with Trichomonas vaginalis or Monilia 
organisms which are being harboured by the husband, In 
order to decide between these possibilities planned experi- 
ments could be carried out—for example, coitus or coitus 
interruptus during the safe period without any form of 
contraception ; the insertion Of various chemical contra- 
ceptives into the vagina without the’ use of any rubber 
appliance and without coitus; contraception by condom 
and without spermicidal jelly, etc. 

If the woman proves sensitive to the check pessary, it 
might next be determined whether it is natural or synthetic 
rubber which is the offender, and this might give a clue to 


treatment. If she has to abandon all rubber occlusives she 
might use a sponge of other material impregnated with a 
chemical contraceptive or with olive‘ oil, although there jis 
some danger of displacement of the sponge during coitus. 
Immediate postcoital douching with a weak solution of soap 
or potassium permanganate is another possibility, but it has 
disadvantages—not least its unreliability. If the source of 
the trouble proves to be a chemical, then trial might be made 
of the many other proprietary preparations advertised in 
the medical journals, choosing those which do not contain 
mercury, quinine, and oxyquinoline. Alternatively, a grease 
of low melting point might be.used in conjunction with 
a cervical cap or vaginal diaphragm. This has the effect 
of clogging movement of spermatozoa, and some authori- 
ties believe it to be safer than chemical spermicides. 
Another possible solution, if rubber sensitivity is exoner- 
ated, is for the husband to use a condom with a contra- 
ceptive jelly within the tip so that it only comes in contact 
with the vagina if the condom breaks. 


Body Odour 


Q.—(1) What is the origin of the unpleasant body odour 
occasionally to be found in people who are scrupulous about 
their personal hygiene? (2) What advice or treatment 
should be given to such patients when the odour is enough 
to cause serious social embarrassment ? (3) Do racial differ- 
ences in odour exist, and, if so, do they depend on different 
chemical emanations and is their nature known? 


A.—(1) The most distinctive and offensive body odour is 
that emanating from the axilla, and the question presumably 
refers to this. It is due to the bacterial decomposition of 
sweat, either on the skin surface or in clothing saturated 
with it. According to Shelley er al.’ the secretion responsible 
is that of the apocrine glands, the secretion of the eccrine 
or ordinary sweat glands taking no part. They claim to 
have obtained these separately from-the axilla, the former 
by giving adrenaline and the latter by applying heat: 
neither had an offensive odour when freshly collected, but 
apocrine sweat developed the characteristic odour when 
allowed to decompose in vitro, whereas eccrine sweat did 
not. 

(2) The observations of these authors also have a bearing 

-On treatment. They proved by experiment that shaving the 
axilla reduced odour, evidently because the hair forms a 
kind of sponge on which secretion can collect and decom- 
pose. They also showed that the local application of two 
solutions had a preventive action: these were a preparation 
of hexachlorophene and a detergent, and a 25% solution 
of aluminium chloride. The latter is the active constituent 
of commonly used proprietary preventives of “ B.O.,” and 
has been said to act by causing swelling of epithelium lining 
the sweat ducts, thus obstructing them. Shelley and his 
colleagues found no diminution in the amount of secretion 
after its use, and believe that aluminium chloride acts in 
two other ways: (a) by inhibiting bacterial growth, and (b) 
directly as a deodorant by chemical interaction with odori- 
ferous products. 

Other obvious measures are to discourage sweating, as by 
the use of lighter clothing, frequent washing, and the re- 
placement of garments which become sweat-laden. 

« (3) Racial differences in odour are said to depend on the 
number and distribution of the apocrine glands, which in 
white people are found only in the axilla and genital and 
anal regions. These glands “are thrice as numerous in 
the skin of the negro as in the European. They confer a 
distinctive odour on the individual which is especially 
evident (to the European) in the African native.”* The 
original observations on which some statements to this 
effect appear to be based were made by Schiefferdecker.’ 
He examined skin from one native of China, finding 
apocrine glands over the whole of the abdomen and part 
of the thorax, two natives of the Cameroons, in whom they 
were numerous over the lower abdomen but absent higher 
up, and one “ Australian” (presumably an aborigine) in 
whom only skin from the parotid region was available: 





oa == =e 28 ae = 


—_ 











Sept. 24, 1955 


ANY QUESTIONS ? Meme, 803 





—_ 


apocrine glands were numerous in this. These few observa- 
tions perhaps scarcely justify generalizations about the skin 
structure of whole races. Schiefferdecker believed that diet 
can affect the quality of skin secretions, and that differences 
jin odour may be due not so much to different substances 
as to the presence of the same substances in different 
proportions. 
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Nocturnal Epilepsy 


Q.—What is the special significance of nocturnal epilepsy ? 
Is it known why the fits are associated with sleep, and what 
happens if the patient takes to night work ? 

A.—Nocturnal epilepsy may occur either in idiopathic 
epilepsy or as a symptom of cerebral disease. The basic 
reason for fits being associated with sleep is not really 
known, but it is recognized that there are two periods when 
they are most likely to occur, first, shortly after the patient 
goes to sleep and, secondly, between four and five o'clock 
in the morning. In patients subject to nocturnal epilepsy 
fits may occur if they go to sleep during the day, and a 
change to night work is not likely in itself to decrease the 
tendency to fits during sleep. 


Retinitis Pigmentosa 


Q.—What treatment is recommended for a case of retinitis 
pigmentosa ? 

A.—There is no treatment for retinitis pigmentosa. All 
that one can do is to guide the patient in his difficulties. 
For this purpose it is essential to have a clear assessment 
of the severity of the patient’s trouble and of the likely 
progress. It must be appreciated that the term retinitis pig- 
mentosa covers a group of affections rather than one entity. 
There are forms with different modes of inheritance: reces- 
sive (the most common), dominant, and sex-linked—both 
recessive and intermediate. There is evidence also that these 
different forms have different prognoses, and that the auto- 
somal recessive and dominant types can themselves be sub- 
divided into different groups with characteristic complica- 
tions such as cataract and other anomalies. 

From time to time various methods of treatment have 
been popularized, such as trephining the eye, sympath- 
ectomy, placental implants, vitamin A administration, and 
many others based on untenable assumptions. None of these 
is effective. 


Ps. pyocyanea as Cause of . Diarrhoea 


Q.—A woman of 50 has suffered from periodical diar- 
rhoeal attacks over the past four or five years. Last year 
she went to India, but had to be invalided home on account 
of an exacerbation of her symptoms, which have now again 
abated. Barium investigation between attacks is negative, 
and the only constant abnormality has been a heavy growth 
of Ps. pyocyanea in the faeces. Is this organism recognized 
as a cause of diarrhoea, and if so what treatment is 
recommended ? 

A.—Ps. pyocyanea is not usually considered one of the 
pathogens that causes diarrhoea, but it is common to find it 
as a commensal in the faeces following therapy with any of 
the broad-spectrum antibiotics, often when the patient has 
no diarrhoea. However, although the evidence was not con- 
clusive, there have been a few epidemics of infantile gastro- 
enteritis in which it has been alleged that Ps. pyocyanea was 
the causative organism. Also Ps. pyocyanea has been asso- 
ciated with a few food-poisoning epidemics in Egypt. But 
none of these epidemics was associated with chronic diar- 
trhoea, It might therefore be misleading to assume too 
readily that this organism is causing this particular patient's 
periodical attacks of diarrhoea. 


Some people with coeliac disease or the sprue syndrome 
are known to have an aggravation of their symptoms on 
entering hot climates, and it would be wise to reinvestigate 
this patient to exclude the sprue syndrome by estimating her 
fat absorption, as well as to make absolutely sure that there 
is no infection by some parasite or organism recognized as 
a cause of intermittent attacks of diarrhoea. 

Most strains of Ps. pyocyanea are insensitive to chloram- 
phenicol and the tetracycline antibiotics, although an occa- 
sional strain is partially sensitive to one of these. Many 
strains are sensitive to streptomycin, and virtually all are to 
the polymyxins. Some are sensitive to one or more of the 
sulphonamides. If it is assumed that the Ps. pyocyanea is 
causing this woman’s symptoms it would be wise to carry 
out in vitro sensitivity tests so that the best antibiotic or 
sulphonamide is employed ; if, as is possible, the strain is 
sensitive to streptomycin, and oral streptomycin is given, it 
must be remembered that the organisms are liable to be- 
come insensitive to streptomycin very quickly, so a relatively 
high dosage should be given for a short period. 


Scaly Feet 


Q.—! have a patient, aged 45 years, who is in excellent 
health but who suffers from the minor disability of dry scaly 
feet. There are no other skin lesions, and I attribute the 
condition in part to his habit of taking very frequent 
baths. As it is quite impossible to curb him in this other- 
wise admirable habit, I wonder if you could suggest any 
application he could use to prevent this condition. 


A.—The sex of the patient and the duration of the disease 
may have a bearing on the diagnosis. If it is assumed that 
the hands are unaffected and that this is not a congenital 
and familial affection such as a localized form of xerodermia, 
the condition of the feet might be due to one of the common 
skin reactions—for example, psoriasis or eczema, or the 
rare pityriasis rubra pilaris limited to these sites. The prob- 
able diagnosis, however, rests between a fungous infection 
of the feet (especially Trichophyton rubrum infection) and 
a hyperkeratosis consequent upon hyperhidrosis. The former 
is the more likely diagnosis and calls for mycological 
examination and culture and appropriate fungicidal 
measures. The affection is not due to the taking of baths. 


Indications for Vitamin P 


Q.—What are the indications for giving vitamin P? Is it 
of value in hereditary haemorrhagic telangiectasia ? 

A.—Vitamin P includes a series of related flavone gluco- 
sides of which the citrin complex (hesperidin and eriodictyol) 
is the best known. Rutin is chemically related to flavone, 
which together with citrin is included in the group of bio- 
flavones, There is some controversy as to which compounds 
are active, but rutin and hesperidin chalcone have been 
proved to be so. Both appear to have a virtually identical 
function, but the pharmacology of these compounds is ob- 
scure. Their only certain action is the reduction of capillary 
fragility and permeability in a scurvy-like syndrome which 
does not respond to ascorbic acid. They are thought to 
work by their action on the intercellular cement substance 
of the capillary walls. It has been stated that these flavone 
compounds are almost entirely destroyed in the intestinal 
tract and that only minute fractions are absorbed. 

The only definite indication for bioflavone therapy at 
present is the prevention of diffuse capillary haemorrhage 
following radiation injury to tissues. Dosage as high as 
600 mg. daily is advocated and therapy should be started 
if possible ten days before exposure. 

Claims have been made that these compounds reduce 
capillary haemorrhages in allergic purpura, severe hyper- 
tension, various retinopathies, and reduce capillary permea- 
bility in angioneurotic oedema. They have no action in 
thrombocytopenic purpura, degenerative vascular disease, or 
dicoumarin poisoning, and they have no direct antihistamine 
activity. In hereditary haemorrhagic telangiectasia it has 
been claimed that rutin given in large dosage orally has 
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reduced the incidence of epistaxes and gastro-intestinal 
haemorrhage without affecting the skin lesions, though the 
evidence for this is not convincing. 

It must be remembered that for every claim for thera- 
peutic success with these compounds a failure has been re- 
corded, It is therefore impossible to forecast the success or 
failure in a given case. In view of the poor absorption, 
parenteral therapy may have more success than oral. 


Laryngismus Stridulus 


Q.—Can exposure to cold winds precipitate an attack of 
laryngismus stridulus ? A healthy boy of 2 years has attacks 
when playing out of doors in the wind. If sheltered from 
the wind or taken indoors, he recovers and will immediately 


resume playing as energetically as before the attack, Dur-. 


ing the attack there is obstruction to both inspiration and 
expiration, and a short dry cough develops. The child is 
pale and obviously distressed, and during the worst attack, 
according to. his mother, became semi-conscious. The 
mother dates the present trouble from the whooping-cough 
inoculation, of which he received only the first inoculation, 
as it was followed by fever and “ noisy breathing.” She has 
been told to keep the child out of the wind and that he will 
grow out of the attacks. Should any further advice be 
given, and what treatment is advised during an attack ? 
Is the inoculation likely to have played any part in the 
aetiology ? 

A.—Attacks of the nature described in children of this 
age can occur in the presence of minimal upper respiratory 
infection and be stimulated by cold. They are associated 
with allergic oedema of the subglottal tissues. It is desir- 
able, however, that an expert laryngological examination be 
carried out. In the likely absence of organic disease of 
the larynx the condition of the nasopharynx should be re- 
viewed and any septic foci treated. Nervous tension is very 
probably a contributory factor. Any possible source of 
emotional insecurity in the management or home environ- 
ment of the child should be remedied. The parents should 
be assisted to conceal their anxiety and to foster in them- 
selves and the child a sense of confidence. Play with 
children of his own age should be encouraged, but physical 
and emotional fatigue avoided. Keeping the child out of 
the wind is justifiable. Temporary trial could be given to 
the use of a sedative—for example, chloral hydrate—at the 
time of strong winds. It is unlikely that a direct relation 
exists between inoculation and the attacks. Nervousness in 
the child, or allergic tendencies in the parents’ families, may 
point to further preventive measures. 


Treatment of Chronic Pharyngitis 


Q.—What treatment is advised for a mild chronic atrophic 
pharyngitis causing persistent irritation in the throat? 
Apart from the pharyngitis, E.N.T. examination is negative. 
Both smoking and drinking have been given up without 
effect, and “ masterly inactivity” has proved unrewarding. 


A.—In the great majority of cases of pharyngitis. one is 
concerned with a remote cause which is having a local effect. 
Treatment is thus a twofold problem. Many constitutional 
conditions are contributory—for example, rheumatism, dys- 
pepsia, anaemia, cardiac disease, and phthisis—and these 
may modify treatment. It is essential also to inquire 
into the patient's habits, surroundings, and type of work. 
Apart from smoking and alcohol, excessive dust or some 
other irritant in the atmosphere may be of aetiological 
importance. The presence of inflammation or suppuration 
in the upper air passages is a common cause, and besides 
eliminating unhealthy teeth and tonsils it is important to be 
sure that an E.N.T. examination has included radiological 
examination of the paranasal sinuses. Sinus infection must 
be treated before any improvement can be expected in 
the pharynx. 

Besides avoiding tobacco and alcohol, the patient should 
eliminate condiments and highly seasoned foods. A morn- 
ing dose of magnesia or sulphate of soda, a teaspoonful in 


a glass of hot water, is recommended. For a dry pharynx 
with tenacious mucus, an expectorant such as the following, 
three times a day, will give relief: Tincture of ipecacuanha, 
min. 12 (0.7 ml.) ; antimonial wine, min. 5 (0.3 ml.) ; potas- 
sium iodide, gr. 3 (0.2 g.); syrup of tolu, min. 60 (3.5 ml.); 
water to | fl. oz. (28 ml.). 

Locally, the throat may be treated with a warm alkaline 
solution, best sprayed through the nostrils. Counter- 
irritation is applied by painting with iodine compound paint 
B.P.C. (Mandl’s paint) or 5-10% resorcin in glycerin. In 
severer cases the inflamed parts may be touched by the 
physician with iodine or 10% silver nitrate. Use of the 
galvano-cautery or diathermy to destroy red lymphoid 
nodules on the pharyngeal wall has also been advocated. 
The throat is painted first with 10% cocaine, after which 
the cautery point is used very sparingly on enlarged lymph 
nodes. These latter measures should be used only with the 
greatest care. 


Goat’s Milk in Infantile Eczema 


Q.—/s there any truth in the alleged value of goat's milk 
in the treatment of infantile eczema? 


A.—Infantile eczema is generally considered an allergic 
condition. There is evidence that foods, especially egg, 
milk, and wheat, are common allergens in this condition. 
If an infant or young child was allergic to the lactalbumen 
of cow’s milk, then the complete replacement of cow’s milk 
by goat’s milk would result in the amelioration or clearing 
of the eczema. 


NOTES AND COMMENTS 


Swollen Ankles in Hot Weather.—Dr. J. H. Mitcue rt (Ren- 
frewshire) writes: With reference to the answer on swollen 
ankles in hot weather (‘‘ Any Questions ? ” September 3, p. 628), 
your expert suggests that “a change in environmental tempera- 
ture increases the volume of the extracellular fluid of the whole 
body.”” From personal experience I should agree that this is so, 
Twice within the last two years I have come home to the United 
Kingdom by air from Egypt, involving a change in day shade 
temperature on each occasion of some 35° F. (19.5° C.). [ 
found that my wrist contracted by about } in. (6.4 mm.) (mani- 
fest in my watchstrap needing adjusting), my waistline contracted 
by } in. (19 mm.), and my feet shrank in volume considerably— 
what had been tight-fitting shoes became loose-fitting. I noticed 
a marked difference also in the tightness of nty Army cap-band. 
On the other hand my body weight on each occasion did not 
vary by 1 oz. (28 g.). 


Correction.—There were two mistakes in our report of Sir 
Henry Dale’s tribute to Lord Horder at the Memorial Service 
held in St. Martin-in-the-Fields on September 5 (British Medical 
Journal, September 10, p. 686). Sir Henry spoke of the great 
number of people who would remember Lord Horder with grate- 
ful admiration for speeding the recovery of health and for making 
easier “ what suffering had still to be borne.’ Later he described 
Lord Horder as a reverent (not “ ready,” as printed in the report) 
seeker after truth. 


Books of “ Any Questions ? *’—The second and third volumes 
of ‘Any Questions?” are available, price 7s. 6d. (postage 
6d.), from the Publishing Manager, B.M.A. House, Tavistock 
Square, London, W.C.1, or through any, bookseller. Each con- 
tains some 200 selected expert answers, and the third volume 2 
cumulative index to the three published books. 
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the mean value, so a ten-day period has been used. The 
daily variation is best expressed as a standard deviation 
calculated along classical lines. 


Origin of Faecal Fat 


It is generally thought that most of the fat in the normal 
faeces is of non-dietary origin. Wollaeger et al. (1947) have 
shown that there is a small increment of faecal fat with 
increasing intake. When the fat in the faeces is increased 
above the accepted normal level the increment may be due 
to either dietary or non-dietary fat, or both, as illustrated 
in Fig. 2. The assessment of the proportion of dietary or 
non-dietary fat concerned in the increase can be made by 
using suitably labelled dietary fat, by altering the level of 

fat in the diet, or 
INTAKE 50 G./DAY by modifying in- 


G. testinal flora. Un- 
1S ot ee ge fortunately, the 
labelled fats avail- 

A 15-0 S.D. 1-7 able for use in 


human subjects are 

far from ideal : 

with halogens or 

sstenstiestiens snitentieetiententetntentienttentiateented deuterium the in- 
troduction of the 
N 3°45 S.D. O-5 label involves a 
favatata'’ T change in proper- 
a we owen ew ties of the fat, and 


the stability of cer- 

Fic. 1.—Faecal fat content. N=normal : 
levels. _A=abnormal levels, Figures tain labels has been 
are the mean for a ten-day period and questioned; with 
the standard deviation. stable **C labelled 


materials, spectro- 


y —— graphic methods 
Y are required that 
Yj are not widely 
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available; radio- 
active “*C labelled 
fats are not suit- 
» able for use in 
man, However, the 
effective use of a 
labelled fat should 
N 4 c provide definite 


Fic. 2.—Diagram to illustrate possible evidence of any 
proportion of dietary and non-dietary increase of the 
components in faecal fat. Hatched dietary residue. Al- 
dietary ‘fa’ Necnormal’. proportions, ‘ration in fat load, 
A, B, and C show three main abnormal especially the re- 

types. duction of fat in- 


take to minimal 
levels, should also indicate whether the faecal fat is 
mainly derived from the dietary fat. There is no 
doubt that in many cases of steatorrhoea unabsorbed 
dietary fat contributes significantly to the increase of faecal 
fat. It is also true, however, that cases have been reported 
in which the increased faecal fat appears to be entirely 
derived from non-dietary sources (Weijers and van de Kamer, 
1953). It is difficult, at the present time, to define with 
any precision the relative proportions of dietary and non- 
dietary fat that go to form faecal fat in any individual case 
of steatorrhoea ; it is likely that this proportion may vary 
from case to case, and, indeed, it may also vary from time 
to time in the same case. 

For these reasons I would suggest that it is unwise to 
convert faecal fat figures into any coefficient of fat absorp- 
tion. Until we are in a position to determine the dietary 
compohent independently of the non-dietary, the best way 
to express the results of faecal-fat analysis is on the factual 
basis of grammes of faecal fat per diem. 

Further consideration must be given to the question of 
the origin of the non-dietary faecal fat component. It might 
be derived from excreted fat or from synthesized fat. The 
excreted fat might pass into the intestinal lumen in the 
bile ; if this is so, an absorptive fault must also be present 
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if this biliary fat passes through the small intestine without 
being reabsorbed. The fat could also be excreted through 
the lower part of the intestine. There is little evidence that 
fat can normally be excreted from the intestine in any 
significant quantity: whether it might occur under certain 
abnormal conditions remains to be demonstrated. Synthesis 
of fat can occur in the intestinal cells, in bacteria, and in 
other intestinal organisms. These fatty acids can be syn- 
thesized from 2-carbon fragments. Under normal circum- 
stances there is no evidence of synthesis of long-chain fats 
in intestinal cells on a scale that could account for the 
faecal fat increments observed in steatorrhoea; whether 
this might occur under conditions of extensive carbohydrate 
fermentation, or in other abnormal situations, remains to 
be shown, There seems little doubt that intestinal flora con- 
tribute to normal faecal fat and may well make a larger 
contribution in the steatorrhoeic stool. It has been doubted 
whether intestinal flora could provide all the non-dietary 
fat observed in the stools in some cases: this question 
cannot be answered at the present time. In the absence of 
any hyperlipaemia, synthesis of fat in the intestinal cells or 
by intestinal flora offers the most likely explanation for the 
source of the non-dietary faecal fat increment. 


Aetiology 


General Relationship of Steatorrhoea to Faulty Intestinal 
Absorption 

The characteristics of the steatorrhoeic stool could be 
explained by the presence of large dietary residues in the 
material entering the colon, which are passed out in the 
faeces or give rise to increased bacterial growth, with further 
consequent effects. If small-intestinal absorption is normal, 
practically no assimilable dietary materials pass into the 
large bowel or into the faeces, and bacterial growth in the 
colon tends to be restricted by the adverse nutritional con- 
ditions. Increased non-pathogenic bacterial activity in the 
intestinal lumen is thus largely dependent upon sume inade- 
quacy of intestinal absorption. Steatorrhoea is likely to be 
closely associated with faulty absorption with regard to 
increase of both dietary and non-dietary components’ in the 
faeces. The only other situation that might result in similar 
changes is excretion of food materials into the lower part 
of the bowel, for which there is no satisfactory evidence at 
the present time. 


. 


Classification of Absorptive Defects 


For the purposes of this discussion, defects of absorption 
may be conveniently classified into pancreatogenous, hepato- 
genous, arid enterogenous groups. — 


PANCREATOGENOUS GROUP 

Pancreatic juice contains enzymes, water, and alkali, all 
of which play an important part in the preparative phase of 
absorption (Frazer, 1952a). The pancreatogenous type of 
absorptive defect is most commonly associated with defi- 
ciency of one or more pancreatic enzymes, although inade- 
quacy of pancreatic digestion may arise from other causes. 
Thus, incoordination of the entry of pancreatic juice and 
chyme into the intestinal lumen may account for the absorp- 
tive defect sometimes observed after gastro-enterostomy 
(Brain, 1953), Pancreatic enzyme deficiency may result 
from pathological change in the pancreas, such as fibro- 
cystic disease, chronic pancreatitis, and pancreatic lithiasis. 
It may also be due to more generalized disorders, such as 
hypoproteinaemia due to malnutrition (Thompson and 
Trowell, 1952). Generalized pancreatic enzyme deficiency 
is the commonest fault associated with steatorrhoea, but 
deficiency of a specific enzyme can also occur. Marked 
depression of pancreatic enzymes results in delayed absorp- 
tion of carbohydrates, proteins, and fats, which may pass 
further down the intestine than normal. Some of these 
dietary materials may be passed in the stools; the im- 
proved supply of food materials results in increased 
bacterial growth and fermentation. Steatorrhoea therefore 
results. 





